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TIIT7Ix— ME ERE Oy Bl 2BV, #&
iR B 25°C/40%RH (TRZ A D) BRE 3 A 2 (L ANER D BT
(1) TR T I k— = Sy
(THAD) 7
FEAR FOEE, BT R (1
4543 4D ) IZEN T RRERE L A3 IR
\ D655 » 7 E/m AL ) FH) IRV T, RIFEL23ERD
e 1702 Bz
(30001x) — .
THITIx— MR s
(THAD) g

1) B~

2) ¥eBREE123371x-h, RITERIM T L X —449W - h/m?

%) 202042 H AT o 7oK

REERVBRROREN

A% L2

fthFl & DEEE XL (MEILFREIL)

FE L

BHE
L7

w5 - A%

ARNRELGRSR - 2. NENRRCESR

M LR

253
708 [Th (72 NEY)
5608 (78 (72 PNE)

FHREE
FE L

X 10]
X 80]

- BEICHT H1ER

drH (A DTT) o —ERZL HERT O [HALT 855 T OB R 2 R,




V. ®FICEd 5IEE

(4) BHROME

1.

12.

N BEBET VI 7 4 LA

AgiR SN S EMEE
LR L

Z0ft

< PR SRR HRH IR I FE i U 7o AR Y[R SRR >

(FiE) BIR—MaRBRIE, BOE I 92 fA o i HaERiE O Rvd—n~—F 4 27 ik)

BRI pHO6.8D U » BATRENR, IEE32°C  500mL

[R5« 50EldE/4y

FER  AEVERAI O BN IR 7T b —ITEE LT ReR (6IE[) B OV D IRF O i 38 00 S0% 82 B it L 7 IR A
(1WE[H) TR R = GOl )7 fA /IR RAD 1%, FicHRBRBR A1 LR T L1, 6Tl
1.0& s Rz i A B (R RA & OMEAD) DL ETE D 7= DLW PR RENRBRT A R Z
A2 (Q0104F1TA1H, HEAFERIO0IFHIE) | TRINTODHEHZEBORIZGMEEME (0.8~1.2) @
FHEANTH -,



V. BRICEAYTSIEE

1. SEEXIEZR
4. BEERIEHR
ERALRIEIEIZ S5 1T DI85 - %

2. PEXIIHERICEHET HFE
BREINTWARN

3. BERUAE=E

(1) BAERUVASORR

6. AERUFAE

LA, BEC A5, RIRHC2KZ B2 T Lo &,

(2) FAZERUVHAENRTERE - Bl
[V-5. (3) HERICERERER] OESMK

4. RERUVAEICEET HEE
7. AZERUVAZEICEET 5FE
AR B RE O 2 HRFE RN 7 LT e 7 = R OAIO@EE &R G L FREICET L2285 1
BB MBI 2B 2 e\ 2 b, ARFIR 5RO 2B AEH 2 BIRE T 2 R EIE A & OO 1T TEEZRBR
DT HZ &L L, RUESETIFHT AR, LER/IROFERICE &, BEOREBIZHERT
DT &,
(fi#5)
TREEERR N A %15 & LT B AR SR BEERER (R &L 2Bk (SFPP-01-CP01)] 123\ T, AARK (=270
e r 7z 80mg) KERMTTH HO2HEGERE (AUCoom : 47000ng-h/mL) (X, 77 o7 =480
7l (40mg, 1H3E) OEFIREOEHYIFEFE R ((AUCoo4n) s : 48000ng-h/mL) E[RRECTH-7=Z b, H
EROHER TR ZB 2 T L2anZ &) & L, AELOHEICEET S EEICE VT, 1H B
BORIRNR LI L 22 HARZ TS L, BERTHEERET S & & L, £o, AT eHgmE» &< BIAR
DREFFA & [FIER D J7 15 CNSAIDsHR LA & FFH S5 & THREDRE AL Y DB G D72 B 5 MR S 5, Z
NOIZHNDBEITHIEROHECEE L —EDO LD TH D Z L b, 2T 1EH 2554 2 M KR Al
EDPFHOEEIZOWT O HELOHEICEE T 2FEICHE L., FEWET S & & Lz, (V-5 (4) MEE
RER 2) ZeMREBROHS M)
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V. SBEICEYT BIEH
5. BEERAEE
1) BBERT—2/\v45—o

E N AR T GRlE R

i B W% (B FFA KB B
SFPP-O3 | RHA | WHERAEE | BEL FER |
CPol | BB (7651) S5t RUBBRUZERERTT 5.
\ W, WER | RN et B OO Sy F T 2
2119 =3 . B
o &%ggiﬁﬁ @%iaf@ S - 7 TR RAR| M O RET S (BRE: & k7o
e o EVEA L 7 =T —7 O RRAIE)
\ i, HER
2119 AT B A | e T \ .
BHrEE |2 NSEE W ERE % KR E B
Pl B L. iy 7;;;Em e A B O BN E % et 5
B R 75%I%t&
R 2119 A e ek A B AN .
SRR | et R OB E A M B
-03-602 | RAERGAHEEBRO (20%1) 77t?ﬁ“ REAERURMBIE L BHT 2
ML
2119 st asot e | U0 BER e o ko m osen
04602 | ERSHRBRO | (126 A Bite s a5,
ML
‘ W - T L R T
SFPP-01 5 B ) = ez o A Sz 8
T @%ﬁ%fﬁ DAL S §2§2;5g£@&0%%@m%
: S (L Rt
N THERIEE | WL JFER e ere i e
W | Lekot | R B e S i ”
wE (0p) ML RERT
5119 CIEEA G A Z%E&;izﬁ
ke | mmEEeE | SR e e bt T 5,
-06-641 (SR (2481) A THER] Hig
e MR 2L,
I R
B [ooo|  BWRIE ETE
,’% %‘w Z 9 % W S —HEy _
oy | JWRRURD | BRBIEVERGT | 2B, EER g g pbr g L AR
(MR 5ER) (409431)) 75 ¥ R xR B T % TSR L R B 3
sEpp.gy | EIERII e WATRERLLE | R
| ERRBO | R | S °
i (KRR 3ABR) (5094
Jipe ‘p i = a)
N N I B e e N e T
b P ERRR | e | N A (M) R OE R A
-0A01 (MRFEAYRBR (63305) AT bl EYUNh
A wiEal [0 P
SRR | AT B \ e
Ry |srppoy| PIMHREARUR | ZOPMEBINVE | omng speie | RIS Al AR O
e | oan | COMBGHRER: Gl St DA AT 5
i ) ZETEE B EAE) (2014) e e

a) FTREZRIR Y ERIIEWT VA > (KIHE . BN E R ORE T ER, [RGB IFEITHEER) THEM L
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V. BEICEd BHIEE

(2)
1)

2)

3)

4)

& PR R T A B

BERA RS ERRE LI-BERLHEER (2119-02601) ¥ 2 RURMEELTEER (211903602, 2119-04-602) ¥ ¥

TERER A B % et Gl F2h U 7= B AE A aRBR (Q4FERIAGAT) & O ALHABR® (7H R, 1B 1[E230 AL

IZBW T, FEAIREZ & S RECREATEAL O B RGN & U CEICABEDFE O S, KERHREBRO CIriis (7
7 2AR) AT O6BI 2N AT RAL OZE B & B9 5 R REIR (FRIEZ 1 5 FLBE, VIR & /K & £ 5 FLBE) 23
BO BN, ZOREIERZ AT 5 /- 0RAIET Li-L 2 A, RARE, EAREE ML OAEE 2S5
R EERORBUTRD ST, EICT 2 2atim b L Erbnr-,

) AR SN TS HIEROCHZZ, T1ALE, BT 5, RRF2EEB X TG LAanZ & ) Thb, KA
1$5ztp:r:z7/1//1/h7m71/40mg]

BEEABEEEZXRE LI-EHAEX2EHER (SFPP-01-CP0O1) ©

AR N B COREMEL, AF40mga 1 H 1E, 1ERASAEREAT L (7HR. 1H23MRIRE) . 80mgE TR
U7-, HEIESAHICITIRBRIE 2 B - 295 14519 . BIER 665l _uu&)%m‘_ (FEFAIEE2/715], 80mg
REA/TH) , S REAT ) CIIIRBREE 2 HE AT S 7= 2958 13061, BIVEFIZ106IZER 8 & vz (GERIRES/ 7], 80mg
BES/6H) . BIVER & UC, i AEADRIEE CREIRE AT CEEAIRELE], 8OmgHE3B, SCE RS CREAIFES ], 80mg
BE3B) . EVER MG (HLIEIAG AT C80mgHE 15, S AE BGAH I CHRAIRELG], 80mghE3f)) ., 77 =7/ T
VAT =T —BHIN (BRERSAT I CEARELE], SRS CHEAER2G]) D b, L, BEERAESR
G AEEZBO-DITIERZ P IE LI gBRE 1350 SN o iz,

EHRMREEERE F MR E L-ABBTHERE (SFPP-02-LPK01) 2 - ©
N THEBEHETE RN &2 T E L TV D ETEIERBIEIE B &2 K51, AAI20mgZ 12K HRIALAT U 72 Re O FE
IFHEIZOWT, 707 a7 = o KPERET#I40mg & ttwfaé.d L7z, EORES, W, Bk Qs o
TATZANAES BT o UL RKKBEER AL E ST 7 2 VEECH LT TR L A EICEETH Y . AXNT
TN T e 7 KR AN B RGO ~OBATHER B WIERITH H Z LR S
DEEARURE (Welchfi ) . A EAKE=0.05 (W) ], RV, AFIHE44.46%, 77 n 7 o U
582%Th ., 7anrer a7z IKMEREG RN EEASAB TE o To, BEMEICONTIE, WTHORETHIAE
BREAGAB AR DR FHRITFB O b o7,

) ARENTWDHEROHEZ, TTHIE, BT 2, FARF2EEB2 TG LN L) ThD, (Al
= A7 e 7 8 7 2 40mg)

BEBRAZRRE LZEREREMHAER (2119-01-600) 7

FERE M E RFTT B T2 I, R A BYE30F 2 %52, = A7 v ve 7 r 7 = (FAL 5, 104 020mg)
EERTAHT—FRROBRIEL LTH 77 —7 BEBAIBICOWTHEM Sy FF 2 - Tl348
BERE . e 8y F7 2 b TIR24BERA 0 B I BG A L 7=,

Z DFER. @ﬁ@»v%vx b SRy FT A MW THEBRRICER L72ER TR o7, REREEER D
0CTHY ., RELEMIZE L CHEE R AT RILRO Lo Tz,

E) ARSI TV HELCHER, TTELE, BT+ 5, RRF2EEZBL TG L2 ) TH D, KA
17f<j(E}3:1:}<7/I//1/1:7D7:c/40mg]
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V. AEICET 5EH
(3) FBRISRRAR

BERIGIFERRRE : ATEAEIEEERRER (2119-06-641) ®
ORBR OB
. TG B EE BB % 5212, ARIDOE RIS T B B EMR Kk OV Atk % BIE 4L — RS
AATRERT LA L v BET 5,
BT A L | BHERILE T R R b S MG TRER FRGA R
s J5 T s BE i HE 248 451
EH) (75 ®R) K631, SmehE63fl, 10mghE62fl, 20mgit60()
® [FE S H BT HELLN OXRET R T, BEEICOB B L COMEZR DTN, Bt 5
T FEERO VTR E, OFTR &38R 5%
TR AR | @ JRBRIEANTBRAARF OEFRIER DD 72 < & B IE B PEEEELL AR, Ao RAEER. B R EE
BEREEDOZNZIUC 72 < L b 1OOIEE B FOER 2380 5
® T R[REZR SN R
® (LML, FUE e MEAE (JEAE LT = 110mmHg X UGHE 1 fLE = 180mmHg) % &0F L T\
ERAiY(% 80 %%
0 SUERME DA IET A Y U EOBAEXIZE 0 AH
AR 1k AFI5mg, 10mg, 20mg X (3 IHEH] % 1 H 1] U208 s 5,
RN~
FMEE - AR (MENESER ., EENEEE . R, ) . SRR (R IR
EEpkED) . B AETEEIEREE (LonNh 2 H8E, b A0 BIWE, BITENE)
[FRAI A A — ] 04 5 22 Uy LA BREE. 245 ; PRl 345 ; @, Be27m
BIRIDEEMIE | Sidkt s

Bt SR (IpRE!

O R

T A IE H O g FRAE R SR D Rl (25%05, 75%450) I3 FEAIHE38.90% (23.10, 63.20) . Smg#t44.95% (18.35,
61.50) . 10mgh$48.35% (25.00,69.20) . 20mg£50.00% (38.90, 66.70) ThHh ¥ . HELUSHEITERD BRI - T~
(Jonckheereli €. p=0.0355),

BIVREEANIE B OB CIlaA B B LONED R 57z (Jonckheerefi iE, p=0.0202) 73, HAIRE & 20mg
FEEOMICABZEIIRD b7z o 7= (BAFIEWilcoxonkf &) ,

EM#%@@@W@%%E@I 1%, FEAFIRE6.3% (4/6345]) . Smght6.3% (4/6315]) . 10mghE9.7% (6/62f1) . 20mgh¥
8.3% (5/60f) T o7z, WEAHEALLIAORIERFEBEI G, EAIRE6.3% (4/6341) . Smghfd.8% (3/63%1) .
10mg#¥8.1% (5/62451]) . 20mght8.3% (5/60%1) T -7=, EARFEINER (W FHORETRAEEN3%E) &
LC. BEAIERAL T EsAL R g 2 [HEAIRE, Smeht, 10mghf, 20mght TZHEN3.2% (2/63f1) . 3.2% (2/63
B) ., 4.8% (3/6215) . 8.3% (5/60%1) 1 K OV % 5 FElk [Zn2i1.6% (1/6341]) . 1.6% (1/63f1), 3.2%
(2/624511) . Of] 23, %H%ﬁu%fum¢%$%ME%M%hwmow\m%(mmm\awawwMJﬁ
OBz, EEREWERITRD b Rno 7o, AR ER 2R EL L 295 O 5 B4R GERIFELF], Smg
ﬁwmmMﬁﬂm>@%H%¢mbto

) ARBINTOWDLIREROHEIZ, TTHILEL, BEICAM T2, RAFI2EEBZTMA LRI L) Thd, FA
o277 a7« 40mg)
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V. BEICEd BHIEE

(4) REEAIEAER
1) AMEREEER

FAE&REHRER - REFIBRERKREER (SFPP-02-0A03) ¥ 10

ORBR O

H Y

I B EIE B et BT, ARIOTIEEAIEZ “EE R T C2l MM L7z & & OFER %4
PEZET L, AROHERKISHEZHERR T 2 & L b ICEEMRZBIET D,

BT A v

St ILIE 77 ANk BB 2 (0 B G T A ] B R

PSES

ZE T B EITE A 509451)
(HAH (FFER) 12761, 10mghE12141], 20mghE12741, 40mghf13445])

e B L Y

©® HIZIBAAA H Bi790 H LAPN O LA fnf B RALXHR T, T4 23K ellgren-Lawrence 4y $H 0 gradell ~111
2R L, DO FEREAE O grade S 2EA M D grade & 48 2 72V

o BB B ATAM LA L, ARG O L TE R HEIE R D72 OICNSAIDs 2 L, 20% b
IREEBHAARE O L=

® STMlMEDVAS (i F) ™ A, OIRIEBIAAKF <80mm, QVABRIZAL(S B4 = 40mm, @NSAIDs
ORI K0 IR BESE RS BIAR R MARSEBH AR £V = 15mmBTA, ORTERZTH

® TG DEEARAEIR (BB F-KEREm) DEAY . TRBRIEALST BRARIEICIRSEBRARIE & 0 BB LA LB

L=

Bl 48 U CRHIR DSR2 FEFMR OFER £ 0 FICEWE (BRIER (BREROAF

) ROWE B CiA)

AT R RE TR AN R

F e bRoh A UE

BEoMEEE (>105) O3 LW TR (2 1200 ihR~w) ob5#H
WO Tl (BEiERE L&) 2T LHE

BB H2E R (13H) FiA B IRBREEAEAT BHAGRE £ TR BUE AL > Hl 0 e 5O B Hf
DEER - PEil 72 EOIBREZEM L TV DHHE

® WML AFRIL, T AT VI A RRERE, GHFRRORREZIT TV L RULELEZ BN
LH

AR TT 15

AFI10mg, 20mg, 40mg X ILFA % 1 H 1B B2 Mk 35,

s ARyl

VASIZ X A EHL (R 530 H BN BB DI O% )

R R BRI 2R H

B A AR HERS
R c AR (RMENEEE, PEB PR, LR, ) . SO (KB IER,
W BE) . BEAAREEES (LN ZHE8WE, S2b B3 0 EE AATEME)
(Rl 2 r— b] Ond 5 7o Uy Ll BRAE. 250 5 PAEIE, 3a0 5 M, IRm27

fbT 7 1%

At

FAS% EE e RHTRIREM & U<, LLFOER - T 247572,

1) EFEFHEEA

VAS (B 70630 LR DFEOBEORA) OEL OB LEIZOWT, AEMRNC EARRG &2 HH
Uiz, BAERICAN—2 T A v R L Lo 0ot 2 A L CREM IR 21T 95%(5 1 X M
K OFEMZE DSV i XK 2B H U7z, AHKI40, 20, 10mghf & EFIBE & Ot biklc oW T, EENIE
FEIZEY, MEOSZEMEEBE L, £, Z{bEICx b z2EA U AR EZ R LT,
2) RIFHmE A

BRI (B8 12 o0 T, BRETIEZAWTICL) L REEROES - T 51T - 72,

3) ZOMOFEMFMmE B

Wb E ORI NERYGEREIZOWT, HERNCHEEER 21T -7, Jonckheerefi7E %8 M L T
FERISMEZ RS L. 2B A Wilcoxonkh & 2 8 L CIEEHIRE & OREM 21T - 72, £72. VAS (3
ITREDIEDIF ) ([Z oW T, FIRETIEZ AVIICl) L RIBROER - T 21T 72,

X) G DILH BN D RO DNE A & [ 035 L 72 VAS
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V. BEICEd BHIEE

OfEF

< FEFH >

T ERCRBIT B BAR 5 DOVAS (1) ® L EOIERIRE L O, AKI10mght, 20mght, 40mght TZh
Z-1.9mm, -2.5mm, -6.lmm T ¥ | FEHIRE L 40mghE I BANRBO e (oot [EHED DM
BEFNE], p=0.001), F7o, FEAIBECK T D40met O B ARUE TR EEZ 2 G370 btz QL .

p=0.002),
VAS (Fi+) ® L BEOHER (FASY)
(mm)
60 -
40 - * * 5k
* IIIIQ
a
%
& 20 -
%
04 oo Hf|E
BEE 10mgit
A 20mgEE
&0 40mgHt
_20_
1 1 1 1 || 1
BrtR F 1A% 2B % TR
5T BF A
a) Full Analysis Set (B K DN RN, LLF, FAS)
% 1 p=0.002, 3k :p=0.001, vs HHIEE
EE (mm) FAEHERE
R—=RA T A o WIEREE LTS EOTT, AEAKHE=0.025 (F4A)
¥) R0y HALh B3 B RO ONE A % BE DM L 72 VAS
VAS (f1) @ Z{tf (mm) (FAS)
\ VASY VASZAL R pfE?
B5#E | n -
R Ah H& T B A& A& R L D7
HFK| |126] 584+13.5 | 284+189 30.1+18.8 | 29.5 [26.7,32.4] — —
10mg |121| 57.8+123 | 26.1%+17.5 31.7+17.1 31.5 [28.5344] | -1.9 [-6.0,2.2] N.T.
20mg |127| 56.0%=12.5 | 245*17.6 31.5+16.1 32.0 [29.2,349] | -2.5 [-6.5,1.5] 0.112
40mg |134| 57.0=124 | 21.5*16.7 35.5+17.1 35.6 [32.9.384] |-6.1 [-10.1,-2.1] 0.001
— M L. NT. . Efigd

a) R DILH 13 D RO O A % B AR L 72 VAS
b) “VHAfE = AR e A
o) Fe/h IRV O RHEEE [95%15 XA ]

d) N=RTA AR L LT (SRS OFBIETIR) . AEKHE=0.025 (A1)

15



V. BEICEd BHIEE

< B BIETAR >

KT ERZBIT 2B O OBFRIER (AFH) ZLEOREAIRE L O, AAN0mght, 20mght, 40mght T%
NZHN0.0, -0.8, -1.2TH 0, HAIRE L 40mghElCH EZEZNRBO vz Godstr, p=0.002), F7=. FHEHRE
W2kt T 240mglE OF B /AW FIT A IEEZ B0 Hiviz G388, p=0.002),

EEAER (BFh) Zfef (FAS)
B AE AR BRARIE IR AL &Y pfE®
BiLElss T I 2t A& BFRE L D

FHRE| n

FHA (127 12.1£42 6.7+4.0 53%3.6 5.3 [4.7,5.9] — —

lomg |121| 122+39 | 6.7+4.1 54+38 |53 [47,59] | 0.0 [-09,0.8] | 0.456

20mg [127| 11.8+43 5.8+3.9 6.0+39 | 6.1 [5.56.7] | -0.8 [-1.6,0.0] 0.025

40mg (134 11.9*42 55+34 6.4+4.4 6.5 [5.9,7.0] |-1.2 [-2.0,-0.4] 0.002

— %L
a) RN + el 2

b) B/ RV AEE [95%1F X ]

) N AT A LRI L LSBT, AEAYE=0025 ()

<®IEM >
RIWEMIFEBIEIG (GEBLUFIEL/ & AT R 54512550
B ERE REAERAE HEATERAZ LS N
FF 5.5% (7/12741) 2.4% (3/12741) 7.9% (10/1274)
10mg 9.9% (12/1214) 4.1% (5/12141) 13.2% (16/12141)
20mg 3.9% (5/1274)) 3.9% (5/1274) 7.9% (10/12743])
40mg 10.4% (14/134451) 3.7% (5/134451)) 14.2% (19/134431)

FE2RWER (T ORETRIEG 1%L, L) & U ML C i A ERALE R % 23 B AIRECT5.5% (7/127
). 10mghtT6.6% (8/12141) . 20mghtT2.4% (3/127641) . 40mghtT7.5% (10/134451)) KON HERALZ 9 SIS
A10mghET0.8% (1/12141]) . 20mg#ET0.8% (1/127f1]) . 40mghftT1.5% (2/13445]) (=, B&FHAAL LIS Clidifn
PR SEBENNHS HFAIEE T0.8% (1/1274) . 10mghE T1.7% (2/1214]) . 20mghf T1.6% (2/127{§J) 40mgh¥ T2.2% (3/134
B e OXT ARG XTI ) T AT = T — P HINAHEAHIRET0.8% (1/12741) . 10mg#ET0.8% (1/12144) |
20mg#ET1.6% (2/127f1) . 40mg#ETO0.7% (1/134%1) IZ7B 8 Hivlz, BEEZLEWEMITRD biviehro7, M
ERNLRZ G 2 36 8L LT E 0 5 Hof GEFIBELE], 10mghE15], 20mghE1f5], 40mghE3f)) 7SAEAFZ2 ik L
7

) AR SIN TV HEROHZEE, TTHILEL, BT 5, R EB 2 THF Lanz b, Thd, (KA
17f<j(E}3:1:}<7/I//1/1:7D7:c/40mg]
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AERICEY HIEE

EIFE L BEKER (SFPP-03-0OA01) ' 12

OO
H Y ZE TR B A R L2k 2 AAIA0mg2 Bl R IEAT O A REI ST, T e T e 7 = L ORVERG(E
Al (LR, FP) \Z#d DERIEZBGEEL . D OREMIZ OV TIRETT %,

AR T A E2 e RES SONEA= 1 . (Al AR A ST

E S IR P EE #6336 (40mgiE3 165, FPRE3174)

©® ZZMABHAA H HI190 H AW O SIALT B BALXHAR T, FMiE 2 Kellgren-Lawrence 4y 48 0 gradell ~1I1
(REY L, D oFERTHiliE O grade 3 AT O grade 28 % 72

o HE B B w3 MLl B, B O BB EIE IR O - DICNSAIDsZHEHA L, Tk b
IRSEBRAAIE E CREF L7238

® CLAMIEDVAS (K1) *? BSORIEBAAARE < 80mm, @7ABRIEALFTBHAARE =40mm, @NSAIDsD

e B L UE fER IR & 0 IRBRIEAR AT BHARRE DMASE B 46E L 0 = 1SmmiE k., OB TEWHTF

® SHAMMEDREAIEIR (BB A-FEReR) DAY, TRERIEALAS Bl AR R ITIRSEBR 4R L U 1ER P DL R
L7ed

® HEHAR Al U CRMIAE ORI S FEFAG IR O FESR K 0 FICEWE [BERER ERER O &
R LKOBE HFECHAE. MR

® JATRIREZR AR

® EOMRIETE (>108) XITFH LW AlBHlR (= 120 DR wT) Db 5H

O WIFNDDIRIZFT AR EEL KT T L EZ N LHMETRIEET) 2T L7z
H

o BIZIBHAA 02 (13H) ATH HIRBRIEAE(TBAARE £ CTIZEIE BE AV o H OB 50 B
DEER] - PEi 72 & OIBIRE Efi L T D H

O WMEIEEILE, AEAA FEREOIREAZT TV ORI DIRENRLELEZONDE

BT = g

RER Tk AFHl40mgZ 1 A 1B X IZFP40mg % 1 A2l (1[E1K) 238 R AL 5,

EHRGE A VASIZ X 29& eI (FrF2> 530 B BN D RF DD R 7»)

HRAREARHERS
MR E - ARk (MMBYESR ., PR RERER . LRrpe . JEA) . JOREER (R A S A A
MR, MR EBEEY) . BEARBERS (LN ZAEIE, SLH BN EE. B1T7H)

B R BT R H E)
[RFliA 27— L] 0885 7o Uy Lals BREE, 2405 HARIE, 3 MM, M2
EMSGEEE
[FHA A 7 —/ ] FWeas, hR s, BAESGE, 1, Bt
AT

FAS% E B/ TR REER & LT, AT DR - fiffT 21T o 72,

1) I A

VAS (B 702 B3H ENDREOBEORA) O R OEL&EIZOWT, HEBRNC EARRE &2 HH
L7, ZALRICR—RA T A VR WERE L LTI BOT 2 U CREM LR 24TV, 95% (548 X [
K OBEMZEDIS%IEEX 2R LT,

FRMT 51 2) EIREHmE A

BERIEIRHER (BRF) 1o\ T, 1) LREMEDERE - BT 21T -7,

PRRUEEE I OWT, HEREBNCHEEER 21T - 72, 2B A Wilcoxonfi 7€ & 6 F L CREM i 217 -
77

3) = OfoE MR NE E

BERAE DG DONT, 2) ORMUGERE & FEROER « T 21T - 7=,

VAS (BITREDEOT ) 122\ T, 1) LIREROERE - T 21T o 72,

¥1) BE L OVRBHYEMIC LT, BEMICEI A2 EUICER L, RBRae L L7z (B3, JRBR\YSERM, 155k
KIEE LB, BRI IEIXIEER) .
¥2) R B H ERBEFONE DN I & B HEHE L 72 VAS
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V. BEICEd BHIEE

OES

< EFEFHAM >

TR I8 5 BRMEIEEDN B DVAS (Wi T-) ) Z LB OFPEEL DFE1T-104mmTH V) . FPEEIZ 6H 4 5 AFIRED
B SRRGRE S 7 (BT, p<0.001), F7-. FPREICXT T 2 AFIBEOA B2 BCGE T LEE N G- 5

i Goigartr, p<0.001),

(mm)

VAS (Fi¥) ® ZA{bBEDOHER (FAS)

60

40 -

20 ~

el = Rt

-20 -

[ E3

BB

% : p<0.001 vs FP#¥
EEIE (mm) EAEAERRZE
N=RATA LR L LTS B, AEKHE=0.025 (/1)
X)) R T HILH RS B RE DRV B A FBE ST L 72 VAS

T
LE%

&7 fff B A

VAS (K1) ® Z{ti& (mm) (FAS)

\ VAS"Y VASZL &Y
BHEE | n — - \ pfE?
BRAGIRE T I 2L & JEAb R FPIE L D7
40.9 -10.4
40mg | 3159 | 595127 | 18.5+153 | 41.0+15.5 <0.001
[39.342.6] | [-12.7,-8.0]
30.6
FP | 317 | 59.3%125 | 28.8%18.1 | 30.5+15.9 — —
[28.9,32.2]
—EEARL

a) o b LS DEEORE DI A% BE DSFEAM L 72 VAS
b) SERIME AT =
o) F/hRVHIO RHEE [95%15 HEIX ]
d) R—=RAF A B REE LIS, AEAKHE=0.025 (M)
e) KD 7= 1451 & AT A & Bk

18




aRICEH I HIEH

< BIRBIREAM - BRARSEIRAERS >
TR IT A BN O OEFRIER (83 (L EOFPEEL DFE1F-2.0ThH Y . FPREEICKT T A AKIREO A &

RECGEDRRD ST (8T, p<0.001), £7-. FPEEIZ T 2 AFIREDA & A B AT LE% 2 5380
bive (S8 HT. p<0.001),

BIRIEY (271 Z{CH (FAS)

B PAE IR Bl PAE PR 25
BB n pi
BRAARE | RATRE | AR ZEAL FPRE & D%

40mg | 315¥ | 12.543.6 | 52+29 73+3.5 |73 [69,7.6] | -2.0 [-2.4,-1.5] <0.001

FP 317 | 124=£3.7 | 7.1£3.6 53+3.5 (53 [5.0,5.6] — —

YL

a) PEIE AR R 2

b) F/N IO SHEEE [95%15HE X ]

c) N—RT A vEHERL LEISWON., FEAYE=0.025 (M)
d) KB DT D15 & @i o> 5 Brsh

<Eumﬁéﬂ?fﬂﬁ : éﬁ%ﬁﬁz%fﬁ>
KTERCE R RERE . AFIBETIZZEIAWEN 1374 (43.4%) . PEELEN11664] (36.7%). FPEET

i%ﬂ%ﬂﬂ@ﬂ4w@9%ﬂmm@1%@1¢ﬁ X B AFIRED A B U= T D b VT (21 A Wilcoxon
BE, p<0.001),

TR T D ek tEE  (FAS)

. ER | SRR | R o - — a
RO e | owm | s | TF | B g | B pli”
137 116 54 7 0 5
me 1 w3 | Gen | a7 | @2 06 | 316 oo
P 47 92 126 46 3 3 - _
(14.8) | (29.0) | (39.7) | (145 | (0.9 | (0.9

n (%))
a) 2HEAWilcoxonfi ., HREAME=0.05 ()

<EOfFHM : #ERE ORISR >

HETRHICB T D HRE OMGUL, TIEFICR L 2olz) BAAIREIIME (31.3%), FPEE38HI (12.0%), TR 2o
721 BAAIREL6361] (51.6%) . WﬁmWHBM@f@D FPHEIC KT D AAIBEO A B R SGENR O b v (2 1
AWilcoxonfi &, p<0.001),

HETREIC ST D H5RE DFI% (FAS)

FEHIZ e
\ B< B b L JE - .
Beh-#E B< _ B< , o &z Pl
PO ol P A ol N
99 163 46 6 1 1
A0mg |33y | (516) | (146) | (1.9) 0.3) (0.3) 316 0,001
P 38 106 120 50 1 2 317 :
(12.0) | (33.4) | (37.9) | (15.8) | (0.3) (0.6)

n (%))
a) 2 AWilcoxonfi &, A E/KUE=0.05 ()
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AERICEY HIEE

< ZFOMEEM : VAS (547) 9 >
BATEE OO AT HOWTIE, B2 H B2 BVAS (B317) X OENFRD B, &K TR ORER71X-7.8mm T
HY ., KREFHIFPERICR LA EICSE Lz oo, p<0.001),

VAS (T) * OH#ERE (FAS)

(mm)
601 RE AR

50+

40+

nrl

301

St

Fill

ar

204

104 —@— 40mg#¥

- FP&

o T T T T T T T T T T T T T T
-1 0 1 2 3 4 5 6 7 8 9 10 11 12 13(A#%)
(BL{TRAmR) S48 B

* p<0.001
R—=RAT A o EIEEE LTS8, AEAKHE=0.025 (F4)
%) BTREO O TR % BE DTN L 72 VAS

FioiE IR

<®IEM >
BIERZBLENG CRBUFIE/ 2 MERRAT % 551550
R a-xitd HEATEBAL HEAHERALLLS EXIN
40mg 9.5% (30/316f) | 4.4% (14/316f) | 13.0% (41/316f)
FP 1.6% (531761) | 2.2% (7/31761) | 3.8% (12/31751)

AFNBEO EBWER L, AEAHEAL CIdmi AL J§ 2£3.5% (11/31641) . 3 H EALEIZ1.9% (6/31661) . i
EBALALEEL.6% (5/3166]) K O%l L E 5 #Ei%1.6% (5/31661]) . REAHANALLASN Cldifn IR FHMN1.6% (5/316
) KO L7 F = BEN1.3% (4/31645]) A3FRD HAviz, FPEETIX, BEAHEAL Clidi AL R i§ £50.6%
231741) . BRI TIET 7 =0T 2 7 T AT =27 —FHNN0.6% Q3B3174)), 7 AT X UEET 2
) FT AT =5 —PHINN0.6% (23174) N Sl

HEZBIER L LT, AABHCEEEMED FODNBIERD Siviz (AT IE) , B 72 BIVE R LA i F SRR S
REFBLUTZBE DS HAGFL ORFIFE3E], FPEELB]) ASHGAHZ ik L7,

20



V. BEICEd BHIEE

2) REMHER

ENEREDIRE5RER (SFPP-03-0A02) 1 14

OB O
A BB EIE B 2 b RIS, AF40meg LB SUF 2k 2 RHIRERT L7202 ek, Atk R O3y
X R 5,
RERT YA %% He R FExs FRIE B MR
x5 PEFEBAFAE B 20141 (IRBCHEATRELOLG, 2K AL AT EE1004)
® HEHABHLA HRI90 H AN OXHR T, FHIENIC AL OF AR D b 5
e R HL ® CLAMEALICHT & ARk (JRBRIKAL (T BRAARF I EBNR ., R, R0 2 bt bl
DOOEBIZHEEL EOER) 28 L, BEHONSAIDsIEEE LE LT 5%
® Sk
® ERHRMIMTITMODOFMBFESN TN DE (Fhth, ANETH 2 & ORI 2L
FIEE RN EEZ 515 TR )
® A A REFRIEDIBEEZIT CVDIRONINSDIBRENRLELEEZ LNDHE
7R A o BB A2EM (138) ﬁﬁ#@iﬁ%ﬁ%ﬂmﬁﬁﬁéﬂ#im:\ IR A BRI 0O 72 ¥ (ICNSAIDs
DRERIREE N LB 2R FHMINL 2 & Te) & 3MALL E 3 5348
o HEiY v~ TR EOEEEEFREREZAIFLCVWDEE
o HEHABHLA H2WM (13H) AiH OIRBRERAGABAAIE £ Tlo, RIBRE AR /VE IR GEFAGEBAL
~OJFFTESR ZBR<) W BPEESRRIER OB IEZIRA L Tn o &
R TE AF40mg A | B RN SUX2H, AHIEAL LEBALIC - & IR & 523 Rdtee G4 5,
Lt BER - AEFES, BARRAEE - A RAE
S E HhME - OB, R OFIG, BN RN GEENE. ZFRFR. 5. RIELER
N (MR, JRPTEVE) . EEHIRR, A AEISEERE GHEA 7 —L 0 2L, LR ; B
28 PR, 38 A, i)
OfER

BRWEfRHT R GEH] (FAS) 20161116361 (81.1%) DBENRELZ T T Lz, AL, BE192, o6,
26, JH9. JM3. k2. &1, Zof2EfiTh o7,

<BHRE . DR >
BTENCBIT 2 2RUGERE L. BEHWENSIM (41.3%) ., TEEFEIENAG] 31.8%) THY ., THEELELL
EoEIEIXT73.1% (14741) TH o7z,

PUGEE (FAS)
0% 20% 40% 60% 80% 100%
L 1 1 ]

2B #%

4B%

E3EE S
12581%
1681
20:81%
24381
2838 %
32:8%%
3638 1%
408 %
44:B 1%
48:B %
52;8%
#RTHF

W=vwzE W+sEn: BegxE 7z 1Bt [T

21




AERICEY HIEE

YGRS (FAS)

2% (;5) (36;3) (3;?3) (21?9) " (2‘,‘0) 201
128 (136%8) (4%(.)8) (32?7) (;j) " (1%5) 196
2488 (2?7) (47;2) (21?6) (3?9) " (1%7) 180
688 | ooe) | wen) | 0aw | 0w | a2 | 0 | '
2% | oo | os | aon | o0 | | an | 19
£ |y | orm | 01w | 6o | 09 | | ™
n (%))

<A - PERE OHIR >

KETIRZRBT DB OMSIL, FEFICEL o721 8061 (39.8%), TEL o7z 624
TR 2o 72) DLEDEIAIXT70.6%TH -7,

2Bt
4B

WeBRE DHIZ% (FAS)

20%

40%

60%

80%

100%

B3RS
12:81%
168 1%
20,8
2481
288t
328t
36
4081
4481
48:@1%
52;8%
e ‘
Wiscad-r Wa-r BoLRdiot
Ozbonn Bkt [UETH
#WebRF DHI% (FAS)
FEFIT S
- oy ) i HE -
| < | RS ac [ BRR RS TR
otz Ry - HE
7 55 83 51 1 4
PR G | o | @wa) | 0sa | 05 | o | 2™
33 73 69 16 2 3
8% | 69 | 672 | G52 | 2 | o | as |
T 69 50 8 1 3
248% 50y | 383) | 27.8) | @a) | 06 | a7 | 'O
51 67 0 6 1 1
% !
SOBE | 304y | 39.9) | 2500 | G | 06 | 06 | '
7 46 36 6 0 3
25 % 1
S2ET a0y | 282) | @20 | 37) (1.8) 63
80 02 46 10 3 0
T 201
IR Geg) | Gos) | 229 | oy | (1) 0
(n (%))

22

(30.8%) THDY .



V. BEICEd BHIEE

(5)

<AME - BRARTERHERS >
TR T 2 BRAAR > & OERRIER (AL Zb&IF4.0TH o7,

RIERHERS (42EB07) (FAS)

A ) BRI AU i
Rt A B Ay 301 6.2+2.1 —
23 % 294 45+22 1.7+1.8
123 289 3.1+22 3.1+22
245 264 25+19 3.7+22
36, 1 249 23424 3.8426
523t 237 1.84+2.0 44+23
T R 301 22424 4.0+25
— %L
LA B + A UE (R
a) ALK
<Z&ZaM BIEH>
RIVERBLEIS
oy~ EEH%W WA ERAL LIS
(R B RTAT DA 55) (FEBLBIE FRAT R G451 550
AL 46.8% (141/30185847) —
LR A 53.5%  (54/101%F47) 5.9% (6/101)
2B A 43.5%  (87/200%347) 12.0% (12/10041)

— L

Be 5201417911614 (80.1%) T52i M g AL A3 FIEE T o 72, BRI O BIVE A3 BLEI51346.8% (141/301
BEAL) . 128EBAL TILMELLE UTARER, ALE KO I K 0 ek - [ U CabAT A fk c & 72, TRRIEA
GEHREIG2%LL ) & LT, B HEALA G2 5329.2% (88/301FRAL) . 1 HIEALIEIZ 7310.6% (32/301%BAL) . i
FHEAHTBEDN5.6% (17/301E807) K O FHERAL 7 9 FEREA33.3% (10/3013007) (23R8 Hav, BEFHEALIC & B El
TERZBLEIG OEBWITERO Ve o Tz, AR IER 2R B U795 o 2 H761 (10300670) | 3 FH LI
5 & B U TR O 9 B2 GEAL) ARE A H IR LT,

AERHERAL LIS O BIE A BLEI S I X AR (40mg) #E5.9% (6/10141)) . 2Kz BT (80mg) #£12.0% (12/1004)
ThHY ., EREWEN GEBIEIG2%LL ) 1328 E %43.0% (3/10041) . i AR HN3.0% (3/10041) K
ORI FE2.0% (2/10061) 23588 BTz, 2o ORIERIZIBASHEECHREO b, Wit 1.0% (1/101
) TH-o7,

EEZREIWEA & LT, ISR M E B 1BRRD i, AFlZ ik UTREEE G2 LV EE LT,

BE - mEHER

LR L
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V.

AERICEY HIEE

(6)
1)

JAERE{E A
ERAMERE (—REARERE. HEERRERE. ERARBELERRAER) . RERTRT 22X
AE. HERTRBRABROAR

a7 TR EERBERE

AR, HHERETICBT D ARAOL SR I AR 5720, UTOHEIEL
T B
- BAPHAEE & EO A EEZOREIIRN
B, BYMEICEEE X5 EEZONDHERA
- fEHSERE TIT R AR MOREIER % & TeRIfE BRI
< HEARAEEE >
R, TRpaeREss ). DO Riss ), TR ERETE . MhONSAIDsEAIDF D
2Pk |

HHY

[BEgEfEsnzY 27]

TAEAHENICH T B BT ). bR TEREREE ). mMEREOFER (T AY
UrmgR) ), [vav s 7TF7 0 F% 32—, TREREIREGER . TBREIGES O
~DOHEEM]

LAMERGTEE | [EEREENY 2 7]

(FAEREMER ), (W R B RE, FINER 2 . [ EiEE, Bk a5 R
A DO AR

[EERREER]

L
HEMEIZEET 5 B s 7 S T B = s vy
*ﬁ?ﬂ‘%@l @ﬁﬁ%ﬁ&?’(@%ﬁ/@ggﬁﬂﬁhkﬁ5%9]@5
A R B G =
*t G R AL B E B
St 3 ) 20164F6 A ~20194E6 A
B2 AANBEATBRAAE512 % H 18

Ha /N 77 I N DI \
i LEENERRNT S GEBIEL : 3,075EH]

B IVERRAT R SAEBIER : 3,074FE 5]

TAARER (Rt o

o RV SHERI3,075 B O RIVEFBLEIG1313.33% (410/3,075() Toh o7z,

FABEWERIZ, 8N E29.27% (28541) | 1t FHHEZ 9 FEIRKL.07% (3341)) . 3 FHEBALII20.36% (1141)
1 AL FE920.26%  (8451) . REEBASTRIE K OV FH BT AR 23 45-0.23%  (741) | it S ARLEE0.20% (6f51) T
HoT,

HEZLRIEH OFBIEIE130.07% (2/3,07561) TH v | Hitk:BIRE & OEH#EERREE 23450.03% (14]) Th-o7,

- TRz (BEAHENL) | ORIWERZEBLEIG1311.58% (356/3,07561) Th-o7-, BIVEFHOWNERIL, 6 HE0 L
JE2%285M1, i FHEALE © FEE33F, wHERALIRIZ 115, 3RS 85, i AL RIRE 751, 36 AL AT
BE6f, 3w A AL R 3G, A AN 2B, A R BB T d o 7,

- EILE RS ORITERRBLEIS130.81% (25/3,07561) Th o7z, BWEHOWNRRIZ, BEAPETE ., FIEE
I B MDA I3, B, B R E R B OV O N A& 241 B M OV i B VA5 16 T -
776

- TEHSREREE | ORIERRBLEIS130.07% (2/3,0756]) Th -7z, BIWEHONRIZEREREZE26TH - 72,

- I EREDOFERE (7 A Y V) | ORIERZBIEIG130.03% (1/3,07561) Th-o7, BIVEHONRIENE
NIFITH -7,

Mvav s TFT7 4 T7%v—) [REMEIEGRE . THRARRMER M), [HEtERRZEEEATE, R
PERZIE S | TE MRS, B2 e o) 1ICoWTIE, MR ERIFERIINE SR - T,
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V. BEICEd BHIEE

- TEIRE A DO IRIRA~DOFEER ] 12V TE, EREFI OGN 2. MR ERDFERITNEI N -
776

< DS RREE ) OFIERARBIEIA1$0.07% (2/3,0756]) Tho7-, BIWEAOWRIZENE 26 TH -7,

AR (AR OB
- EfRGERE
APAMERE B AR, 125 A, If&atlilg) = & OSSR 2 et L,

PASCEE
sy | 0| TEELRE | sz | ome | aw
34 Atk (13982;) (51.97) (;235.3) (13%5) (0?3) 1963
2o | oy | wan | o | aw | s | 7
I | oo | Gsn | o9 | aom | on | 2
(n %))

2) RBEME L TERFEONEREER L AL - RROBE
LB L

(7) Z0it
MM ER e L

25



VI. EMERICEEI HIEE

1. REZHICEEHLIEEYMRITEEYE

JEAT 1A FEEHIAFES (NSAIDs)

EE  BHO & DG ORRESUTNRTFIT,

2. FEBE#%EA
(1) 1ERERLL - FERHRF

TRATIANETR 72t TEIRTHAIAAE T BT = OWFREER (SIK) Th b,
TZTNANETE T = iE, COXIEMAZPLET S 2 & B &l

RHOEFALSNIZRNLELSZRT L2 L,

[CE VK - BERIRETTHDOLEZBND,

(2) EMEERMTHHABRMIE
1) COXPEEER

CHHHLZ B NCOX-1 K& OCOX-2FLZE/ER  (in vitro) 9> 19

FHL 2 B FCOX-1 X IXCOX-21Z ik BR W & N 2 CRITALER L 7= 4.
TRIGE®T, /S, REGOT 7% RUBREbRE L, KOSET OBEHREZRE Lz, FORR, =2
TN 7z de FCOX-1 L DCOX-21Txt U TR ERAFN e B EIEH 27~ L7z, ICsofi THl 3% & |

TRATANET T T = DCOX-1 F COX2MHEFE M IZ 7 vr e 7 a7 = o D2UE,

> D1000fFLL 58D 72,

ZENTEYY (in vitro) .

BEL LTHCIEERR T 7% RUma L

TR ANET R T = R OEELEYDOCOX-1 L RCOX-2[HE/E

B E

ICso [95%fE#E RS ] (mol/L)

COX-1

COX-2

TRATIANALETB T o

8.97 X107
[3.82~21.1X107]

294107
[1.41~6.12X107]

R-(-)-7NAnvr a7 =y

2.95%x107
[2.26~3.86 X 107]

4.96x 10
[1.74~14.2X10°]

e ra T e

1.75x 108
[0.737~4.14 X 10¢]

459107
[2.68~7.85X107]

A RAZ

3.34x108
[0.924~12.1 X 10%]

489108
[4.14~5.79X10%8]

2R NV A=

3.82x108
[0.687~21.3X10%]

2.61x10®
[1.40~4.87X10%]

g%y a7 IEMEREY

1.47X10¢
[1.03~2.10 X 10¢]

2.59%10®
[1.56~4.30 X 10%]

o¥Y a7 e AEMREY  eX Y a7 = (25,1'R,2'S)-trans-OH

2) PGE:EAMEER

-« 7 v MEVENMIEPGE A LEIER (in vitro) ' 17

HEPEWistar 7~ ~ OGRS S Kk OREMHA L E B %E 20 %
NHPGEmAWE L, BLEEHZKRG LIz,
FORER, = A7V E T a7 =%, PGEEA

ThHO, R-(-)-7NAET a7 = D10005LL FiR 1 Th -7,

26

n=4

WERIC &Y L IcEA S

W% U CIREERAT 72 B EH 27 L. 1Csofifi1.4 X 10 mol/L

F& LTZOMEM

R-(-)-7/ e R 7 =




VI. EEBICEHT 5IEH

TR NANET 8 T = R OBEELE Y DOPGEFEA R E1E

AERE ICso [95%(EH#HPRS] (mol/L)
TATIANAE T T 1.4%10% [0.61~3.1X10%]
R-(-)-7NIAETBT 1.7X 10 [0.77~4.2X107]

T ra T e

5.2x10% [2.3~12Xx10%]

LY RAG Y

1.4X 107 [0.63~3.4X107]

Al N ==

1.2X 10 [0.54~2.8X10°]

n=3

3) sEfEiEM

DA XIREEHRBAEI 2 7 /WA 381 2 M 1k 2 S (R

WEME B — 7V R O A 1% I T B FIIZE PN 2% IR B 3 AR PR R /KRR IR 0.5mL A $5 5- U | A4 IR E & iR B 5
Lo, BTIRB A IR R 3 542~ 100 [ & CRARFAVICEBIZE L, SEPEIC XA a7k U CREili L 72 [IER (045) | FEx
BeAT (180, WICHAT Q80 . Rpa3 R T G, FI3ARRSBIT 4501,

ZOFER, TATNNET BT =T —TA20mg/siteld, FRAEEGH6 K OBRERIZ BV TxIREE & b, &

(ST R A4 LT,

CAPEPERRIC A B SRR (F X RSN 7 )

LN S

*

4.0

3.5

3.0

2.5

2.0

1.5+

1.0

0.5

0.0

L * T 1
4 6 8 10

BT R DBERA(h)

[SEN

0

p<0.05vs tHEEE (/> 23T A MV v 7 Tukeyik)

PEMEHERERE . n=6

o> m» O

- RHHARE (EALEE) @ TRTNNET T =T — T AR
CZATIANET R T 2T —7H] (10mg/site) B

C TR 7 =T —7F| (20mg/site) #E

NN ET e T = RIEREATR (40mg/site) FE

e 72T —7Hl (20mg/site) B

27



VI. EEBICEHT 5IEH

@7 v MEERIREAEI AR T T MBI B HAMIENE (SR B SR R

HEMEDonryuZ b D e B 1 %S FEER /K IS 170.2mL A2 #¢ 5- U CREI 28 & 45 L 7=, 2085817 | RIE R 4
SEMHR AL U CSBIRIS G 2~ T B kT U, RIERIEINC R E (3.3 X3.5cm) A 3R G- L, 75
ONJE BAERER A SR I L 72 & & ORI [EIE A TRE[R f 2 6] &£ CTRIE L 72,

ZORRE, =27 AT a7 T —THI3 3mg/sitel TR 5% 1 ~6FF R £ TOWT RO ICHB W T
FHREE & b R A RIS S,

HERPEEIR IS 2 8RB (T~ MHBRERBIRTI &£ 7 V)

0.05 0.01
1 B# fil -~ 2 H# & <0.01 3 H# A =
p<0.01 P<0. p<0.05 p<0.05
5 5 5
4 4 4
I
18 3 3 3
[E1 Y 2 2
Ed
1 1 1
0 0 0
C #7165 33 33 33 c %#l 165 33 33 33 C %A 165 33 33 33
SFPP FP KPT SFPP FP  KPT SFPP PP KPT
ARFFE 0005 SRR 6RF
5 5 5
4 4 4
I
18 3 3 3
[E1 Y 2 2
Ed
1 1 1
0 0 0
Cc ## 165 33 33 33 Cc EH 165 33 33 33 c ## 165 33 33 33

SFPP FP KPT SFPP FP KPT SFPP FP KPT

% 1 p<0.05vs XFFEHE, sk & : p<0.01 vs KFFREE, p<0.05, p<0.01 (/37 X b U v 7 Tukeyit)
EHE R n=10

C: xtBREE (L) . =277 u 7T — 7 AR

SFPP : = A7 e a 7«7 —7Al (1.65, 3.3mg/site)

FP: 7 v a7« UkMERAFA] (3.3mg/site) B

KPT: 7 h7ma 7 =27 —74 (33mgsite) B

@F v b7V ay NEERET IVCKT D IRMEERRIC KT 5 8RR

KEVYELEW Z v |k @ RARES B NIC0.5% 5256 (M. Butyricum) [iE1/NT 7 ¢ L EEHE0.ImLAFE L, 150 H
(ZBAER & FIE LB ioxt U, SRBWE (3.3 X3.5cm) Z A% EEIC1 B 1RI6RFH], 7H MR Lz, 7YV =
N NERRRT R O 15~21H £ COTHR, REBWE G OBHR1 & OFREREOTH2[E, Randall-Selittol
(2 &0 RS R A I E LT,

FOFRER, TATANAET BT =T — T HI33mg/sitel IR G 1~TH B2 T, st BREELC e~ y& 5 B
EAEEIC RS S, BRERETHEH F CORBERBMEICBWNT, TAZAAES BT =7 —7HI1.65KN
33mgsitel T VTV RRBEICHE R, AER EAPRO LN, SHIZZ AT LT BT =T — 74
33mgfsiteld 7 7 E 7 = T — T HI3 3mglsite R N7 AL B 1 7 = LK PERERT I3 3mg/sitel T B, BRI
ol Ep = A= - Nl

28



VI. EEBICEHT 5IEH

BRI T 2 80RIER (T v b7 Vo "y FEERET V) (BFH)

p<0.01
(AUC1s-218)

T e
] AAEN

% 1 p<0.05vs XFHREE, k% : p<0.01vs XfHEEE, p<0.05, p<0.01 (Tukeyi:)
EEME+EHERRE S n=10

C: *HHEHEE (LE) HHF: =27 7ar x5 —7 BRI

SFPP : =27 v a7 =7 —7Fl (1.65, 3.3mg/site) #f

FP: 7 v a7 = URIERAA (3.3mg/site) B

KPT: 7 a7 =27 —7% (33mgsite) B

4) mRIEER
DT v b BT 7 =V RBERIET T BT 5 R ERIEIC KT D HIRIEVER'
KEMEWistar 7~ b O EBICRBRWE (3.0 X3.5cm) Z3RFMEREE G- L, %0 77 = AR K0 ImLA /&
PR TICER U CRIER AR L, 3. 4R OSHFERZICE AR A IE Lz,
FOME, 2T ET e T 2T — 7RISR OBmg/siteld, T 7= 53~ E TOWT L ORE
BT I T b & HRAE & A~ R VR IEER O 02 A =il L7e,

BIESIEICHT B PRI (7 v b7 7= REEET )

3RFRE ARERE S
(%) (%) (%)
70 70 70
™ T p<0.05 .
60 p<0.05 60 60 -
50 % 50 50
F 401 B T 407 40
& g
%= 30 30 30
201 | 204 201
10 | 104 101
0 T - 0 T 0 r N N
c E#l 15 3 3 3 cC ##l15 3 3 3 cC ## 15 3 3 3
SFPP P KPT SFPP FP KPT SFPP FP KPT

% %k p<0.01vs %fHEHEE, p<0.05 (Tukey-Krameri£)
FHEA+HFEERE n=10

C: xtHEEE (EALE)  HEH . =x7arvere7c T — 7 HHIRE
SFPP : =27 )vver a7 =7 —7F| (1.5, 3mgsite) #f

FP: 77 a7 = kMERGATE] (Bmg/site) B

KPT: 7 b u 77 —74l Bmgsite) B
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VI. EEBICEHT 5IEH

@7 v bIEEEMETTHET T BT D AMERIE T B HIREER Y

HeMDonryuZ » b OO RN, BT XUIFHRWNIZ2% D T 7 = o AR HK0.025mL & £ 5 L, BE&ICFEE
HEALCRBRE (3.3X3.5cm) Zfkfiie b Lz, 2RFMZIC1% T N0 2 7 L — AR K A frRN#E5- L
ZOIREMRICT v N RMBOE ST, A EI v aFEE2HE L TaRREZHEH L, &52 LR
DEFEOEFREAERLE L,

FOREER, =27 LET 0T =T — A3 3mgsitelt, T v FOAEBREOKEN, BT R ORIAN THER L
7oA BEMETCHEIC R L, WTIUZB W T H R L kROt &2 /RIS LT,

APESIENK B AR (> b BBIETiEE T )
KEREMERS M

Tl <L B A TL
(ug/mD) ERxE (ug/m) ET#HES (ug/m) mARNKRSES
301 301 30
25 25+ p<0.05 L
w201 20 20
H
154 15 15 %
=
= 104 104 * 10
* %k
5 5 5
*%
0+ 0 0 T
C 3.3 3.3 C 3.3 3.3 C 3.3 3.3
SFPP KPT SFPP KPT SFPP KPT

% 0 p<0.05vs XHHRRE, * 3k : p<0.01vs KHREE, p<0.05 (Tukeyi®)
TS =T

C . %IFARE (EALE) SFPP : =27 b7 a7 =7 —7K (3.3mgsite) BE
KPT : 7 F 707 =27 —7H| (3.3mgsite) T

@7 v b7V ay NEEIRE T KT D BMERIEIC T D HIRAEERY

HEPELEW Z b O RARER R PIIZ0.5%5 4381 (M. Butyricum) TREN/ST 7 4 IR0 ImLAZ 4 L, 15H H
(Z BB & FE LT-Bhigioxt U, SR E % A% I B 1Bl6RERHE, 7H IR G- L, 7 ¥ 23 MR &
O 15~220 £ CTLALE, RBEWEOBEGANIHE G E L IERGEORARBEREL, = A7 LrEe T m
T T—THIE s N a7 2 T — T RIOBURIEER & Bl LT,

ZOFER, BERLOFERLERENTICEWTHRHMliREHR 220 H) oRAEMOEEKRIZIBW T AT L)L
a7 2T —7HNEr e T 2 T — RN L T BICIEWIIRIEER 2R LT,
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VI. BHEEICEHT HEHE

BAEIAEIT ST D PAIENEM (T b7 P2y NEEIRET V)

(mL) rE5RE (mb) ERERE
2.8 2.8 1
2.6
26
2.4 1
= =
5 224 &
# =
22
* K
2 4 ¥k
201
18 . . . . 18 . . . ;
0 005 01 015 02 0 005 01 015 02
&5 E (mg/site) B 58 (mg/site)

%% 1 p<0.0] ZATAALE TR T2 vs NPT 2y (CIREES BT
FHE IR n=T7

@ AT ET T T —TAIRE

O:»rrvra7xr7—7HIE

(3) EFARIREFME - FriuhkshE

1) 1E AR bRE
OF v MEERIREHIR T T SR DGR O g
HEPEDonryuZ v b A5 14 R R BAET I 1 %Ml B Rk AI0.2mL & #% 5 U C B4 % 2k &8, 200 1% 12 800 L BY
i 2 ST RRIE U, SRR IS SOG 2 R 3Bkt L, RIEBIENC B E (3.3X3.5cm) & 1H2[E] (128Ff# +
1208[) X1 A 1A Q4KFH) RS Lizth, B ORAE RIS 4 SIEl i AR L 7= & & ORI EECA JE L
776
FORRE, 22T AN ET T =T —7F (33mgsite) D1H2EFS- &1 H 1A GIT & b ICKHRBEEC A,
A BRSSO U, mEEEICA B AEIEGRO b oz,

7 v MHERRBAEIR T T KT D BB IE (G-I k)

5 =

ELE
w
1

S
N
1

=T SFPP SFPP
(1285 +1265) (128%fH+128%fH]) (24B%FH)

* 3k 1 p<0.01 vs MHHE NS AEERL (V37 A MU v Tukeyik)
PEEHERERGE . n=10

SFPP (12[§f] + 1205fH]) : A7 e 7 =7 —7Al (3.3mg/site) Z2[m1F 5 (12W5R4)
SFPP (24HfH]) : = AT BT BT =7 —7F (3.3mghsite) A 1[G (241F[H])
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VI. EMENREICET S1EH

1. MAEEDHR
(1) BELAEMGIDERE
MR L

(2) BRRABRCTHERESIAOPRE

1) BEERA
O Hi[a] 5 520
fERERR AN BT (761) ICTAHKI40mg 2 24FF I H AL L7ZFF D= 2 7 L)L B0’ 1 7 = o o i 5 R R HERS M OVER
WENRE N T A= IZLU T DO LB ThoTz,

HERS RO MEF =27 Ve 7 n 7 = REHER

(ng/mL)
1200 R SR
30004
7K
th
I
Z 800
5
I va
L 6004 /
E
7
a
2 4004
I
2z
& 200-
O 1 U T 1 | 1
0 12 24 36 48 60 72

B (h)
EHE R (n=7)

B[RRSO MR = 2 7 L L e a7 = v OFRYENRE T A — & K ORI R

TQ%‘E‘ Cnax tmax tiz AUCo-o 'r"fdxzﬁ lﬂﬂ%ﬁ“)
= (ng/mL) (h) (h) (ng - h/mL) (%)
élofl% 751+=360 17.7+5.94 8.60+0.615 190009390 48.34+16.70
SEEME AR 2=

a) BHIh Oy FERAF B SR
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VI. EMENREICEHT HEE

QO E#E5Y

BEFERE N B (6f1]) (1ZAAI40meg a1 H 18] (23FF[]) 7THRIERS S LIzEO =2 7 07 e 7 = O M
FREEHERS K ORI BN RE R T A —Z I ILL T D LB Y ThoT-, £72. MIEFEEIINETH H CEFIREICE
THEEZLNT,

KA Mg 270 r e 7 e 7 - VEEWHE

(ng/mL)
10000

1000 s qﬂk\‘ s

100

FEECHIOUM S SUNHBSE

B o B e I e | T
24

U rrrrrrrrura 1
72 96 120 144 168 192 216
BRI (h)

TEE +HHEHERZE (n=06)

FAERA R OMIETH = 2 7 v e 7 a7 = > OEMERE ST A —F R ORISR

B EE wh Cmax tmax ti2 AUCo-23n AUCo- o8 2 W g )
L (ng/mL) (h) (h) (ng-h/mL) (ng-h/mL) (%)

I1HE | 877.6+486.0 |15.0+6.8 14718.1+7276.4 — 56.7+18.5

4

(I?Sg) 4HH |1007.7+4414| 87+1.6 | — |18691.7+7310.2 — 60.1£14.8
THH |1175.6+379.2| 83+0.8 | 7.20.5 | 20800.0+6367.7 | 27027.4+8432.4 |  70.2+10.9

ML

S = R HE A 22

a) RH T OEYBEAFENOCHEH

@i R 5

HEHEHR A, (601) I AHISOmg (40mgZ240) £ 1 1sl (2305R) 70 RIRARGH Lzo= 2 7 LL b7 a
7= DY NT A= ZFUTO LR ThoTe, Fio, MIFTRERTHE TERRKBIZET LS
B

RO miEh = 2 7 017 a7 = o OB T X — & J ORIV R

B ER # 5 Crmax tmax ti2 AUCo-23n AUCo-co RS TAES
= A% | (ng/mL) (h) (h) (ng-h/mL) (ng-h/mL) (%)
1HE |1360+551| 103+1.51 — 23500+ 8530 — 54.36+14.19
Z?Sf) 4HHE |2250+743 | 8.67+3.27 — 41000+ 12200 — 65.77+14.76
THH | 27104669 | 6.67+2.07 |8.13+0.503 | 4700010100 | 59200+ 12900 | 73.24+11.58
—WEAiL
SEVIE R R

a) RH T oY AT RN OHEH
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VI. EMENREICEHT HEE

2) ERMEEESSE Y

LI RIEE R (20145]) |2AKI40mg (14%) X1E80mg (40mg424%) %1 H 1[E FHHEAL1EAIIZ D X 18 |
4, S ONAEAMALST Lzt o a7 v ey 7 = VEEAZAE LIZE 2 A, FAETI~REZORE
FEICRERENT RS, EERETHD EEZ DN (D), Fiz, @HER A BIECFHAELZ7HBKERMS L
RO MAER Y Y L REX2EWVTRO N7z (D), 723, AW RN (ERI, i, KE, BMI,

eGFR) R UMOmgHEICI5 1T B MEATERATAI (. M, S,

HRERBENIRD Lo T,

OREFTHHIRTRI (T4, 8 TN 2:H %)

B I BEED) ofEth e 2T u e a T o jEE

KRR 27 1L 7 - ERE

a) 40mghft (n=101)
(BG4 #4)

(R4 83 1% ]

(AT 121812

(ng/mL)
6000 - 6000 - 6000 -
i
’;;g 5000 5000 5000 -
T
é 4000 - 4000 4000 -
s
Jé: 3000 3000 - 3000 -
7 .
g 2000 2000 .. ., 2000 .
A S ~ Yo ST
5 . B A o, .
B w004 V. ge ‘_.’:. o';' . w001 oy i -:\;'.".. . 10004 ':':;.‘C.- 5!.'; .,
= .f -.‘a- . . ESIET .:.- R .
0 $ao, T r T r 2 0 T T T T T T v 0 : T T T T T v
0 4 8 12 16 20 24 28 0 4 8 12 16 20 24 28 0 4 8 12 16 20 24 28
RE{TEFR(h) BhAFESRA(h) AL BRI (h)
N
b) 80mgHt (n=99)
N pAY. b PAY. b PAY.
(BhfT4 ) CRAAH8H 72 (AEAF12:E )
(ng/mL)
6000 - 6000 - 6000 -
il
%g 5000 4 5000 5000
I
; 4000 o 4000 - 4000 - &
;ll: . 0% o o o
3000 o ©% o 3000 e 3000 8 a5 °
E 5, ¢ £ . o0
= o oo U?,%c' g% g@g ° o o %0 20° ©
8 000 oog %o % 2000 - S S RS 2000 8ooB°F o 8o o
2 °o o o 990%0°® g¥% 800 o °
I B o % o %o 90 o %o 0%g0 © & o
> ?ﬁ,o 8° o B, ° LA o8 0% o2 e
LR A L% ® 1000 & L. 10004 ‘o&% o,
& °° "o o B . ° o
0 = 0 2 0 —————————
0 4 8 12 16 2 24 28 0 4 8 12 16 20 24 28 0 4 8 12 16 20 24 28
Al 5 B Rl (h) A58 R (h) Ra{F BT (h)
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VI. EMENREICEHT HEE

OREFERN B & D ik
KA OMER= 27 v L e 7 a7« U JRE
(ERrEBEfE R (AEfH4, 8K UMN2iE%) ) (atFEpk A B (RHE7H H))
(ng/mL) (ng/mL)
i 69907 e: a0mght (n-101) 60007 o :40mgzt(n-6)
2 ©O:80mgZ# (n=99) . O 80mgh# (n=7)
#5000 - 5000
T
3 .
5 4000 S 4000 R
}Il: o ° o
}I:“ 3000 4 3000 | :
7 82t 028
gzooo- 2000 ¢ . . 8
T 8§33 g
;%1000- 1000-.3::?!? %
E g s H
0 - 0 — ——
0 4 8 12 16 20 24 28 0 4 8 12 16 20 24 28
BE AT B RS () AL BRI (h)

(3) M
LR L

(4) % - fREORE
YR L

2. EMRERINZ A4S
(1) BRATITA
MR L

(2) BIREREEH
LR L

(3) HKEEEH
YR L

@) HUT5UR
HM R L

(5) HTEH
A e L

(6) it
BEERR L

3. B&HMH (REaL—Y3av) @i
(1) BRATITA
HM R L

(2) 1852 -8 EHER
A B L
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VI. EYENiEICEi9 518 H

4.

(1)

(2)

(3)

(4)

(5)
1)

4%

ORI R (HEAEAS) ¥ 20

fEEEERR N B ARKI40mg (761]) SUE80mg (7H1]) Z24WFRTHRIALLAT U 7=, B L 7= 5% o o S ik fr 8
HIR ORI R T, FHFN48.34+116.70, 52.81+14.48% T -7~

ORI R (RAEREAE) 2 Y
e R AN B IS A I40mg (645) X1Z80mg (645) A 1H 1E] (238[E]) 7 HMIRIEREST U72Me, M i&RGfT 14 12 %1
B U 7= UK R O YR EN RO TR WRINRIL, £1£170.2+110.9, 73.24+11.58% CTH o7,

vl
1 % — Rk BE P9 @ 1
(7w k) 2V
HEMESD T w b (4f) ORI [MC] = A7 AT a7 = T —FH Img/kg & B #5524 BG4
U7, Mg 2 RN OV R O HUR BEIR EE FRI0.02KT6 T 0 | Id~DOBATIEITIR ) - 72,

1% — R AR BE P @@ 1

(7w k) ?
EERI8H HOSDZ » b (B3f) 12 [MC] =R 7 ve 7 e 7« imgkgZ HalZ PG Lk, Iai, IBIR
by R ORI OFFRE (g, M. O, B, ATl R OV AP i B S 1 9 & BRI 45 o R RE T
DO2MELL T TH Y . BBIREHITHA LIZ NI R ~OR G ED0.2% L T Th -7,

At ~DFITH

(v k)
SEHBI3E BORASDT v F Bf) 12 [“C] =27 e 77 = imgkg HE L F#5 L2k, 3Lt
H R RE IR B T 512 4 3R IS Coa & 7 L RFRRI ORI > TR F L7z, SRSk 2 Fit ikt se iR b
L. FH5£1~2485[8T0.09~022TH - 7=,

RO
LR L

T DDA~ DFEITHE

AR A~ DTS ©

N TIERAEEHAT % T7E L QO D AT ERBIEERE Q0%1]) 12AAROmg XX 7 /vl e a7 = Lk PERGfIA] (FP)
40mgZ 12FFI BRI R U= ooiEies, BAER L M= 2 7 1L e 7 n 7 = VIREEE, W3 b AFROmgD 5 05
BlTE< . FRENIA8, 32708455 T 7= [HBI5 : p=0.002, BESTE - M4E : p<0.001, 2EAE (WelchiiiE) 1,
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VI. EMENREICEHT HEE

HA AR OISR L P = 2 7 v v e F a7 = Rk

N :20mg## (n=10) N:20mg#f (n=9) N:20mg## (n=10)
O:FPE (n=9) O: FPE% (n=9) O0: FPE¥ (n=9)
400 ~
350

w

o

o
1

N

[*)

o
1

Rt U H O\, S S UNH
(GBIR: ng/g BEENE-M%%: ng/mL)
= [ N
o u o
o o o
1 1 I

w
o
1

o

BIE RE Bk
FP: 7 A7 a7« KR
Il A AR YRR

BRI RGO AR K NI = 2 7 v e B a7 o R EE N ONT R R R I R

T A e e VR .
- IV A= eSS Jit R I )
Wi (ng/g) BIEiR (ng/mL) M4 (ng/mL) (%)
( fofi%) 84.5417.7 149+15.00 362+26.8 44.46+3.36
FP )
(2=9) 5.70-0.700¢ 455+122 10.5+3.38 5.82+0.55
pfiE® 0.002 <0.001 <0.001 <0.001

Y fiE AT YRR

a) AP OIEMBTEN S HMH

b) n=9

c) T FIRARMOEMITTERAE (5.0ng/g) ZEA
d) 2BEARURE (Welchi®iE) . A EAKUE=0.05 (F{])

2) TOMhoMBHE~DBITHE
(7w k)W
HEMESD T » b (45)) OFEFERIC [UC] = A7 e 7 a7 =T — 7 Alimg/kg A BRI S (2415 BEAS)
U 7o RE, HONRBIR BE T3 5500 B RS M O BB T D B i Tl #2050, B 15 & OGS Cldfk 5-1%240F
M. & OMOKME CII G ZIRHICZEN TR EIRE LR Ui, BG5S K OB G- T O B 2 bR
< AHARE R OB REIRE DT & A SITi R L0 AR T EHRITIEE L IZIEFRETH o 7o, HTEBAE T O KL
3 S OVE &4 D S REVR BE 1T IF R G- D 2 b L g L TRl o 7o,
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VI. EMENREICEHT HEE

[MCl= 27 e 7 n 7 = BRI GROMBT BEERE (5 v )

pp TR EEIEE  (ug eq./g or mL)
plicHi| S 2415 4] 481 TR
i % 1.09+0.86 | 2.12+0.81 | 0.98=+0.39 0.10+0.02 | 0.01 = 0.00
i’ 0.61 048 | 1.16 =043 | 0.54+0.23 0.05+0.01 | 0.01 = 0.00
PNt 0.02+0.01 | 0.03+=0.01 | 0.02=*0.01 0.00 = 0.00? N.D.
ANt 0.02+0.01 | 0.04=+=0.01 | 0.02=*0.01 0.00 = 0.00 N.D.
TR 0.14£0.10 | 0.31+0.06 | 0.13+0.04 N.D. N.D.
ARER 0.030.02 | 0.08+=0.04 | 0.05=+0.02 0.01 £0.01 | 0.00 = 0.00"
IN— B — iR 0.080.06 | 0.19+0.08 | 0.09 % 0.04 0.01 = 0.01 0.00 =+ 0.00¥
BRI 0.24+0.08 | 042+0.16 | 0.28 %+ 0.07 0.07 +0.03 N.D.
KB 0.160.09 | 031+0.11 | 0.19 %= 0.09 0.03 = 0.01 N.D.
0 TR 0.12+0.09 | 023+0.08 | 0.12=+0.05 0.01 =0.00 | 0.00 = 0.00¥
fifa Ji 0.06 =0.05 | 0.12+0.05 | 0.06 = 0.02 0.01 £0.00 | 0.00 = 0.007
Dk 0.13+0.10 | 029+0.12 | 0.13+0.05 0.02+0.01 | 0.00 = 0.009
fit 021+0.16 | 041 +0.14 | 0.20 =+ 0.08 0.03+0.01 | 0.01 = 0.01
FrF e 0.16-0.12 | 042+0.16 | 0.22+0.08 0.05+0.02 | 0.02 = 0.01
ik 030024 | 1.72+0.90 | 1.08 = 0.44 037 +0.08 | 0.15 * 0.02
Bl 0.11 +0.07 | 0.23+0.09 | 0.10 + 0.05 0.01 = 0.01 N.D.
i 0.08£0.05 | 0.15+0.05 | 0.08 = 0.03 0.02 = 0.01 0.00 =+ 0.00¥
JENeR 0.08 0.06 | 0.20+0.07 | 0.09 = 0.04 0.01 £0.00 | 0.00 = 0.00¢
SRl 0.040.03 | 0.09+0.04 | 0.04+0.02 0.01 = 0.01 N.D.
g Ih 0.120.08 | 033=0.11 | 0.14 =+ 0.07 0.02+0.01 | 0.00 = 0.009
R (R GEALE ) 0.12+0.09 | 036+0.10 | 0.13 %= 0.09 0.02+0.01 | 0.00 = 0.01
BT GEBRGENL) 0.05+0.04 | 0.11+0.04 | 0.05+ 0.03 0.01 = 0.01 N.D.
K (B G5BATE ) 209+149 | 056+ 0.14 | 024+ 0.09 0.02+0.01 | 0.01 = 0.01
B (FE# 5-5BA7) 0.11+0.09 | 031+=0.12 | 0.12+ 0.05 0.01 = 0.01 0.02 = 0.01
FERE ($55A7) 123.83 =64.19 | 63.91 = 28.39 | 24.81 + 7.88 |24.77 =633 |21.32 = 5.90
FRg (GE# 5-5BA7) 0.13+0.11 | 038=+0.14 | 0.18 =0.07 0.02 + 0.01 0.01 = 0.01
B 0.15+0.11 | 031+0.08 | 0.15=*0.05 0.03 + 0.01 N.D.
KENAR 0.11 +0.09 | 024 +0.12 | 0.13 +0.03 0.03 = 0.01 N.D.
i 2Ea ] U ANAN: i 0.12+0.08 | 033+0.14 | 0.14+0.05 0.02+0.00 | 0.00 = 0.00¢
s B 0.09+0.10 | 030=+0.12 | 0.14 * 0.07 0.02+0.01 | 0.00 = 0.00¢
B ER 0.11+£0.09 | 040=*=0.16 | 0.18 £ 0.05 0.03 = 0.01 0.00 + 0.00¥
BT SZ 0.08 -0.06 | 0.18+0.08 | 0.07*0.03 0.01 =0.00 | 0.00 = 0.00¥
H 0.09+0.05 | 020=+0.06 | 0.11 +0.05 0.02+0.01 | 0.00 = 0.009
ZE 5 0.13+0.08 | 029+0.11 | 0.16 *= 0.08 0.04+0.01 | 0.01 = 0.01
E)] 0.100.05 | 042+0.14 | 028 +0.18 0.15+0.09 | 0.01 = 0.00
B 0.11 +£0.05 | 044+0.19 | 048 + 030 029+ 0.11 | 0.04 = 0.01
FER 0.09+0.05 | 028+0.13 | 0.33+0.19 0.09+0.07 | 0.03 = 0.00
Rt 023+0.19 | 058023 | 0.24=+0.10 0.06 = 0.03 | 0.01 = 0.01

EEIE R A (n=4) N.D. : SRR Rm  a) HIREIRE <0.005ug eq./g

3) MmEkFEITH
v M EMEoMKIc [C] =27 re a7 = %&01~10pg/mL & 725 X 9 N U 72 B i GE o Bk
ITEEBRR Lz L 2 A, IERED MEREI TR 1T3.91~5.95%TdH > 722 (in vitro) ,

(6) MBFELIEEE
t R EEomEC [UC] =27 rE 7 a7 2 & 10ug/mLOEEIZ/e D X HIZHIML, RAAIBIEIC X Vin
vitroMER AFEGFEZRE LI L 2 A, b MIUEEBRHEHRIT9.95% TH Y | faERIXFEICT AT IV EE
Z 5= (invitro)
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VI. EMENREICEHT HEE

6. f#

(1) RBERGLR U BHIRE
TR BPEIC AR 20mg 2 24 B B RIAL AT L 72Ky, R iciz= 2o v ra 7 VAl (Frvrar
f2) ROW-t Raxifk ML) 23, RPCE=Z270rero 7 = a8k (Zvr o). M, MIFE
K (77 o XAINE) kO3 -t Ra %44 bk (M3) faik (Zvr o g B3R sni-y,
LN T B MZBWTZ A7 LT a7 = 37 a4 U BED 7 V7 a U it b 50 i 7 = =1
FEOKBILIZ > TRE SN, 77 v UBREG, RBIREH D WVIEIATF ARG E 2T 5 L HEE I,

ERMIBITAT A7 LY 0 7 o OHETERBHR

1:47»»!:“71:7:)\

stk
(FILoavER)

RN
(FILoOVEE, FiE)

M3
faEEOFIL)

v

fasE(JILoavEs)

(2) KBIZEA5T HBF (CYPE) OHFiE. F5FE
TZTANET T =T EE L TCYP2CO TRMEAH S 529,
iRk N B (761)) 1ZAKI40mg % 1 H 18] (23FF#) 7H ARG U7 RE, 15O AR (Cmaxe AUCo231)
DML OFERF] (641) & LbEE L TRINOE @iz Rm L= 2 & D, ZOEFOCYP2CODEIE T A MmAE LIz L = A,
fREHEPEASEL Poor Metabolizer (PM, BIxT-H : CYP2C9'3/3) Th-7=",
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VI. EYENiEICEi9 518 H

< CYP2COEI=FZMDE (in vitro) >27
tMNFIZ7rY—LEFHNT, AT ET R T = OREHT
& A RHHFHEDIKNPM (GBS T : CYP2C9'3/'3) D4 -/KEELIHEL
2.6uL/min/mg protein T ¥ | {REHIEME 23 IE % 72 Extensive Metabolizer (EM, i
180uL/min/mg protein®6943 D1 TdH - 7=,

BT HCYP2COE (LT D2 % kg L?’;
Xt HEA 2 YT T A (Clin |
Wis T . CYP2C9'1/'1) O

<t RCYPRHEIEA (invitro) >
ErNFIZuay—2ZHNWT, 22700707 (KEEE :08~500umol/L) dt FCYP4y¥f&
(CYP1A2, CYP2A6, CYP2B6, CYP2C8. CYP2C9, CYP2C19. CYP2D6, CYP2El K IXCYP3A4) (ZxfT %
FHEREZ MGt Lo & 2 A, CYP2CUZ KT 2 BHE N R bR < | [Csofl1%90.7umol/L T - 7=, CYP2B6, CYP2C8
&UCYP2C19 ZxF 3 BICsofE 13142~373umol/LCTH V) | & DD CYPsy 1-FEIZ KT A ICsoff 1L 500pumol/L & V) &
ETH -7z,
fERER N B (6451)
AF (99.95%) P pHLEH LT AT LY T 0 T = DR
&L CYP2COIZ KT D ICsoflL > 5 231500005 LA b oo 7=,

\ZAHIS0mg % 4G B S L 72 D Crax (2710ng/mL, 11.1umol/L) ¥ K& Win vitro ML EE [ 4%
I SRR R (0.006pumol/L) & bt 5

DEEBHEOERRVZOHE
AR L

(3)

REYOFEEOEERVEEL., FELE
b MR EEAHYMIO B FCOX-1 X O'COX-2RENRMEIL, = A7 7 a7 o b ik L T100055 D1

PLTFTH-7'9 (invitro).,

(4)

FHLZ B FCOX-1 )} RCOX-2[HEREE (mol/L)

o COXPHENE M
S b I
BT COX-1 COX-2
R T e 8.97 X 10 2.94% 107
= [3.82X10°,21.1X107] [1.41X10°,6.12X107]
"l 1.77%10° 1.01 X 10°5
[0.657 X 1075, 477X 10°5] [0.102X 1075, 10.0 X 10-5]

ICs0 [95%IEHIRSA] (n=4)

7. et
FERER N BPEIC AR 2R U2, SRS =27 v e a7 = v KOS S HE Xz,
EMIBWTZ A7 AT 7o 37 A U BEO 7V a  BREH A0 7 = = L oKEEE
ko TR ENTH%, 77 a U BHA . RBHRAEH 2 WIIATFAREZZ T it S s L HEESh DY,

(1) HE[ERLAFD.
BERER A B VI AHI80mg  (40mg7-247) (741) 72 24FfH HARIRGAT L 72 H%E\ ALATBRAARE 720 R (BRZ51448
) F CORZBIGKRO R PPEMR TG ED0253% Th Y . RHIZIZIEE A CHRS o725,
F 72 AEFER N B (641) 12 A 20mg % 24HR¢ ] B [A] AL £ Lf_H%EODJ?EP@HEﬁﬁT% I4’-b oK (M1)
OT NI v UEIIMBIEARTH Y . TOIENCREED 7 Vs a U FEREAIR, 4-8 Ra Uik,
3B REF4-A hFfk (M3) o7y arigiasiEsnaizdboniz?, 2z re 7z
OEAHD DR HEIER 1T 5 B D342% Th > 7=,
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VI. EMENREICEHT HEE

AFR2OmgHLEI A REO = 2 7 L L B 7 a7 = o R ORI O R W B A e

(%) -
30 R 1 R

-@- IRI)LILETOTzY
4 -O- TRINLLETOTIUEERK
—A— M1
R 204 -/~ MUEAK
HF+ m3fa &k

= 104

0 12 24 36 48 60 72
B (h)

PIE +HHEERZE (n=6)

AFROMHEIREZT2EM E TOZ 2 7 AL 7 1 7 = o K OMEY o Rt BigHR R
AR KRBT A A Ml MI¥A 14k M3¥aA 1k
RREIR PRt R 0.30.2% 10.42.9% 1.0+0.8% 18.0+5.6% 4.5+1.4%

B b D FEMFRAF R B3RO TSR ARIT64.1% T o o 72, I AR (R 22

(Fv )
HEMESD T w & (4f) DOEERIC [MC] =27 AT r 7 =T —FHllmgkgh BRI &G (241
AEAE) U72We, B G52 16805 & TO IR K OFEF BN REHEI R 1T, &5 L2 e D Z £ h43.5% K& Y
403% Tholz, Z DL xOMAITHEHERTEIT16.9% Th -7,

(2) RABHESS:
R N B PE (665]) 12AHM40mgA 1 H1E] (23[) 7HMERST LcRe, 1HHRG RT3 DR HE
MRIFLLTO LB THY, SHAUETIZIEEL o7V,
Fio, MRS (661) IZARKI80mg (40mgZ24%7) Z1H 1[a] (23WF[) 7H BISEAGAT L7Re, 1H 8%
HEICHT 2 RPERERIZILLTO LB THY , 4R ALIBETIRE—E L ko712,

ARAAOMg R AZREF DO = 2 7 )L v 7 a7 = o KO O R PR (%)
40mgi% 5- FEAG R A
(n=6) 1HH 2R H 3AH 4H H SHH 6HH 7THH 8HH 9HH

T 2 7))Lt
, 0.1+0.1 | 0.3£0.2 | 0.3+0.2 | 0.3%+0.2 | 0.3£0.1 | 0.3+0.1 | 0.3%=0.1 | 0.1£0.1 N.C.
VA=V -V
T A7 )L)LE]
a7 x| 5224 | 64+£40 | 64+28 | 58%+3.1 | 6.6£2.8 | 7.0+£2.7 | 7.8+23 | 1.4%£0.8 | 0.3£0.2
ERRENEN
Ml 0.7+04 | 0904 | 09%0.3 1.0£0.5 1.1+0.5 | 1.3+0.6 | 1.2+£04 | 04%+0.3 N.C.

MIFEAAAR | 11449 | 14485 | 13.845.3 | 13.1+6.6 | 15256 | 17.9£6.8 | 18972 | 5.6%£25 | 1.6+24

FHEEEFEAE NC o RHEET
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3 = = .
VI. E¥MEEEICEET 51EH
AFNSOmg A HE D = 2 7 L v F a7 = o R OREY O R PR (%)
80mg % 5 PR A
(n=6) IBE | 2AH | 3HE | 48E | SHE | 6BE | 768 | 8HE | 9AR
T AT7)LLE]0.229+ | 0.215+ [ 0.289+ | 0.287=+ [ 0.273+ | 0.278+ | 0.298+ [0.0541 % N.C
A= SN 0.105 0.0842 0.118 0.121 0.0967 | 0.0953 0.112 0.0160 o
I;;j;/”f 571+ 8.22+ 8.60+ | 9.83+ 10.0£ 10.2+ 10.8 = 1.96+ |0.188*=
AI 2.77 3.31 3.46 3.21 3.35 2.99 2.38 0.470 0.0619
ORENIN
M1 0.893+ | 1.01+ 1.16 & 1.51% 1.25=+ 142+ 1.59+ |0.338=% N.C
0.315 0.283 0.342 0.523 0.407 0.423 0.477 0.0502 e
M1 (e 13.0*= 20.0+ 207+ | 263% | 26,1 | 277 | 302+ | 7.78*% 1.04 =+
= 5.95 7.75 7.47 9.38 10.0 9.79 10.3 2.65 0.566
PHIEEEEEE NC.: BT
8. +FIURKR—E—IZEAT 518
LR L
9. BWHFICKBBRESRE
HEER L
10. BENEEEZEITHEE
MR L
1. D

O =77 [ f§EEERER (in vitro) 7

YucatanX =7 X B & & AW CREEGZBIEEZ TG L= & 2 A, 24K CORBEREII= A7 1L T 0
TV >R-()-TNANET T 2 >TAAET O T 2 DRSS o, AT E T T 2 LTIV
Era 7= L0 bFmEmEE (Flux) A EICE S (44.89, 1.55mg/cm?/if, p=0.0068) . lag time7> A & |24
Motm (4286, 5208, p<0.05).

@ —BRZE KGR G IS F20E L 7= AR RIS BR  (in vitro) 3

AT L AT MR R IH AL A SO T A 2 AE % T AT Vv e T e T o OF IR
TN 72 o TeWRp R L 0 6L ARl U 7 e il (241R5[H]) Je OV DI D158 32 D 50% K2 751 L 72 If il (101RFf#H])
TOVYERROL Gl i fig) /I RAD W b11Th Y . [RHPTE SR AR Cf B RA & O
REATAD) OIS EFE D720 OEW L RSEERBR T A R4 > Q010411 1H, EEFEEFKI0IFELIS)] T
IREN TV DR EHRFE ORISR (0.7~1.3) OFANTH -7, S5, FRTHANOFBEHRDOIES
S E, BAFRAOIES X LRBRETH- T,
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. £t (EALDEESF) CEATLHEHEE

1. BEABREZOER
REINTWARN

2. ERABLZDEH

2. B2 (ROBHFIZIXEBELELNI &)

21 WSO H 2 BE [Tax 2 77 o AR EERIC X 2 B REBGERE O TIZ L 0, 1 bEE
EEE ST EBENEH D, ]

22 BELMKEOREDOHHEE [MIKEEND L, MRORFE2EICELIEIBEZARH D, ]

2.3 BELITKEREDH 5B [93.151]

2.4 BHEERBEEEEDH HBEE [9.2.151]

25 HERISEARLOLLBE [TaAZ 75 DU ABEERIZL K F R O LIFEREZ Y,
DEEERENTICE(LT 2 BZENRH 5, ]

26 EERGNTIEOHLBE [TuREZ 75 DU AAEERICL LK T M) U AR Z Y, i
ExFIZEFSEIBENNH 5,1 [9.1.65H]

2.7 AANORS I 7NN T a7 = 2% LIBBUEOBEERO & 5 B

28 TAE Y UNiE GEAT v A RUEHERETRAIEIC X DM ERIEOFR) I OBEROH 5 BE [
BREEZHERTLIBZENRH S, ] [9.1.7, 11.1.55H]

29 = XY Ak, a ATy a7 axhor S Taxt o o as SR oRE [10.1

S
210 RSB O LM [9.5.158 ]
(fiF#)

ABKAEHRE O 2 HIRFE RN 7 VL E T v 7 = R AOFO@E & 5RFERIREICET LI b, 7b
e 7 2 ORMTEESEICTRE L,

21 FaRE2 750V UoARIEERIC X D BRIEBBEREOK I L v, MIbEEE 2B ST B8EZNRH
B0 TE LT,

2.2 ARAN DK TIXEERMEO BT DOH 25 BE KT 2RIV, ha R A0ERRK
I L. M/ MRKEERA IR T ESHA 2L, 7L B 7 2 0BV CIIREEN S b b, Mg 5
WEBICEIERIBENDRH D ENLEE L,

2.3 ARAN DK CIXEE R ITHEREREE BT IZB T 2RIV, 7urera 7 = iz B80 T
RERENH b, THEEREELZBICEISELIBEFNNHDLT-ORE L,

2.4 ARFNOEERRARR CIXEE 2 BHRERE LT 2B T 2 HARBRII WS, Zvirera 7y LRRIC T =
2B 7TV A RIEERIC L 2B MREORTHICL Y, B¥EESL B2 B8E001H D
TEDMBERELL,

2.5, 2.6 AFIOERARER CIXEE OB R SRS, HER S EEREIZBIT 2 HRBRIT 2R VS, 7e R
BT 5 D UAREERICL Y KEOF U T LAOIENEZ Y E, milEEES 2T AN S
D, T, Vo —T UV TV ROT U T U NOMERMEER E e Ak 75 o ol
BYRIER ONRZ v AR 72 b, EERBDNT VAR TR BRIBENLHDH T ENLERE LT,

2.7 FEANZ LV WBUEE £ U2 BEICE a2 B H8 T 5EAANHREG INTEHGE. T UVAX—JEREET D
ARetEREm <, va vy 7 EOHEEREWEFHEZAC2BENNH DHT20ORIE LT,

28 7TAEY U ROERT v A RYEHEREIRANC X 25 ERIEORRITH & Tide s, #r & L TCOXH
DOEFIZEV VR F—ERNTHE L, WMEFBIEHEZAT o204 2 M) = UEHOAERIMEET S 2
LENRBIZONDIZORE LT,

29 AFNOBEERHABRTIZ ) FH ok, ax7axdr, Jrvaxdi oy, L) vaxPio b
OPFFRREBRIZ VDS, =2 —F ) 1 U ZHEAI OGABAFLEEHA AP HIC L 0 BER S & 03 B 5 bl b
BENWRHY, = /XKW, eAvexgo . Javaxd il onTiiv e e T o
Y T EREFL (EHAD) EoFRICKVERERS b EOWERHY, LY TaFH o0
THEERHLDLNABENNH DI ENLKE LT,
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V. £t (EALDEESF) CEATHEE

210 {EREBID Z » MG LR BRIZB W T, O~ E L L TR OET., DiiEE, BAEROK
TROEERKEOBEMARD N2 L, JAE a7 o HIFEERHOT v Mo E L EB T,
R OBIRE I N EE ThH ot ME SN TWDEZ ENLRE L,

3. EEXIIHMRICEET HEE L ZTDEH
EZ LTV

X IE
4. FZERUVURAZEICEET SFELEZTDER
V-4, AEROHEICEESTZIEE] 22752 L,

5. BERGERERE L ZDER
8. EENERMER
8.1 HRBUHANC & 2 IBIRILF RIRIE Tl e OHERIE CH B 2 LICHET 2 2 &,
8.2 RHIHLT BHAICIIKOFHEEET 5 L,
CEMIRC R, IR R ONTHRER A S 4175 2 &, [111258)
- SRIELSNORIE L BT 5 2 L,

8.3 MWD TR, L, WEGAIERH 5O LBENDH L DT, FrlZmBa 5 Ml SUTHFENE
FEROBFEIZBWTIL, REBEOBEDOREICHDEET L2 L,

8.4 AANDREATT L0 BRER AT LI G E 1213, AF 2 RESUIAR O 2 k4% 72 & JERITIE
CCHEbI R ALEZIT D Z &

(fi#530)

8.3 fREVER 2 A3 2 HRERMMREAZ | FrCEmEE ) milnE IR B OB TG LI5S, S
IR TERENIZHEI BEN S LOND Z ENHEINTWETD, EETHILEND D,

8.4 AR OEKRFERIZINT, BIEFIL391EIH, @A E RG] (8.0%) . 1 FHEALALER4441] (3.2%) . i
FHEAARIZ3260] (2.3%) FBLL TRV . KEEEROFBBUNIHDICEET HILERNH D Z LN HIRE LT,
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V. £t (EALDEESF) CEATHEE

6.

BREDERERI VBEHICHT IR

(1) BHE - BEEZFOHLESE

9.1 GHHE - MEEZEDOHLEE
911 EXTOA FEHEREFEFIORPABREICILHELEESEDHIEET. FFHORPBRENVETH
Y, MDOIVTOR M ILEIZLZARAENTOATLNSEE
AR ket 4 2561003, +otiEaBig L, EEICKRG 7528, IV 7 X F—/LEICLDIER
CIHEZ R T EEERE D H 5,
912 HItMEBOEBEENH D ESE
HEMEEEZ R ST B8ENRH 5,
913 MAEDNEEXIITOREEDOHLEE (EELGOREDEEDHLIBEZR)
MR D B 2 BAL IR ST BENLH 5.
9.14 HIEMD HSHEE
M/ BAEREIR TR Z 0, HiEmZBET I BEFNNH 5,
915 MEREREEDHLHEE (EELLDHETL2OHLIBEZR)
DSRERE 2B ST BENNH 5,
916 BMEENHHEE (EELSNEEDHDLEEZRL)
mEz EAIE28FZ001H5, [2.68HK]
917 [EXMBDHIEE (TRE VImEXIIZOBREFEOHIEEERKR)
TAEY U ETTRWD EETSICHERT A Z L, [E S EREORIZIIT AV Y Ui EERE LA EN
TEY, ZNOOBE TIIMERIELFZR T BENLH D, (2.8, 11.1.55MH]
9.1.8 EEMKBEXDESE
ERZENITEDIRBENNRD D,
919 Y O—VENDESE
fhDIEAT v A FHEERERA CTIERDBEL Lo & ORERDH D,

(fi# )

9.1.1 TFERT v A FHEMERERAIOEYE G2 605 BIEE&A O fRIEE ) 23068 - R ELTAHET
L5377 A M= VEFERAT oA REMEAERAIMICK T 2HH EOEEOERE ZX D FR104E2H3
HfTDEAYE BUEABE) ERLZR/LEEIRRFFERGICLVRE Lz, AT A RHERE
Al O GRZI1T D BIERE X T+ RS OREME & LT, Z0B AR I N Y AT TV —)L
HEOTu N R TA e B —DEABBEZONLT2H, IV TR M—LEL LT,

9.1.2  AHIOEEKRBRIC BV TR OBEAEE D & 2 BE ~OE 5412 B 15 & O+ B E S0 5B
LTWAZ L, FEHME~OBEBEIERASCT 0 A 7T 0V AR ILEERIC X 5 B REBAFE DR T
LIZL O EHEREEZERSEDZENHD I ENOERICRGTILERD D,

913 FrUARFHUAOAEGHREIHEI L, I/IMREERZIRTIELZ L, £, 77 m 7 =00k
WCHIEEER S b, MEORG 2 FICELSEIB8ZNNH D720, MR O R L% OB
DHLHEEITERICRGTILERND D,

9.14 FurARFHUAOAEGHREIEI L., M/ MEERZIKT S, iz ET282hnd 52 &
25 HIMER O B 5 BE I ITEEICR ST 5 0ENDH 5,

9.1.5, 9.1.6 7r AKX 7T UUEMAEERICEY, KEOF N 7 LAOIENER Y | FE, & EES
ETAEHANR DD, Flo, Lo —T VAT ROT U UFT o VD IMAEIEER & e A
BT T OMEIRIERONZ v ARER DI, EERBONT UV APR TR RDEIBZRRH 5,
B, AFIOFKRAERIZIB WD T OMERRICET 28IEM & L CEEA 1S S, ECET 2EIEH
I S e o T,

9.1.7 KEIMEBEDIO%AIZICT ALY VI EBEENGTENTNDL EEFbTEY, 7TAEY Ui &
R[OPTREINIGE BERT AEY U EFRIEZE ZT8E2NNH 5 7o OEEICHR 59 5 HEN
Ho,

9.1.8, 9.1.9 MEEERMGR, 7 0 — U IRIIREEBERTH Y, IEAT oA FEBEAERAIO#RGIZ T 124
7T DR LRI 2 G5 IC T D Z LIc K JEREE(L S EEIBZNN D D,

45



V. £t (EALDEESF) CEATHEE

Flo BIGHERIBRL 7 0 — O BFITIEAT v A FIEERETRA 255 LIz, EERE B S
LI ERHESNTND,

(2) BHEEEEEE

9.2 BEMEEEERE
921 EELBHRIEBEETOHLIEE

BhHLRNWZ L, 7aRxX 770 D UAREERC L 2B MEEOIK FEIC LD | BHERERE 2 10 E
fbEX®EL2BENRH D, [24BF]
922 BHEBERIZOBERNDHIEEHIVIBNRENMETLTLIEE (EELBHEETOH
HBEZERC)

B E 2 BB L TR O D WG R I T2 BENNH 5,

(fi#z5)

9.2.1 IVII-2. ZAgNELZOHE | ODHESM

922 7N ET BT = ACBWTREERFENH 5DNDL 2 LhH ), HHRERE & LU ST 55
ZTRNHDZENLERE L, 2B, AAIOREERR T, BHEEMEOBEREDH 25 BE BT HIE
MBI I 220 o7, ETo, RAIOERKRER CIL, BHEEOIRT LIcBE T W TEMEREN L BT 5
EMIZFRO Lo T,

(3) FFHREIEEERE

9.3 FHrEEERE

931 ERLHHEREOHIEE

TH LW &, fHERERT N O bbb, MRS 2z FICE LS e85, (2321
932 FHHREEEEXIZDHREIENHSEE (EELHHEEZTOHDIBEEER)

HTHERERR S 2 BUL IR SE L BTh D D 5,

(fi#5)

93.1 IVII-2. 2o NELEZOHE] OHESH

932 JNANET BT 2 IZBWTUITFEREEENRH LN ENRH D, ITHEREREZ B UIFRIELE
ZNRHDH T ENLRE LT, B, AAIOERRBRIZEB WO CHSRERER B OBEEIRE O & % BH 1412
AFIDMEH S =08, BWERITRE Lo o7, £, ARIOEKRRBRCIL, FSREREOH 5 BEIC
BV THFEREDS L 0 B3 2 HMITERD o T,

(4) HIEReZ=HET 5HE
BRES TV
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V. £t (EALDEESF) CEATHEE

(5) 4Ei&

9.5 1147
9.5.1 IFiRZEID LM
(1) HH LN &, HRBEMOT v MG L ERIZBW T, b MIARARKZ R L2581 5
N5 MmAEFRER (AUC) OSERM T, BEMWOIELT, SiEE, HAROK T, JEREOR
MBFRD B TWD, [2.105 8]

(2) HDFEAT v A R EIRAI OS2 A 2 R G o oMo U, IR IREARE IS & 7= &
DHREND B,

952 IFERIIITFIRL TLBAIREMED H DL IFIREHOLHEFKR )

B OB RIEN G Z LB D &R SN D EEICORELSTH 2 L, BT HEICIT., LER/DRIZ
LW, KR, BIROBIIREINE % 5 5 Fr A 2 iR 0% 5 B e 58 L ClREMGR T 5 72 SEEIC
Behd 52 b, RPOFRGICET 2 EEMEIIMNL L TR, v ad v —ERHEA (oAl
A Z s U I I OB HERERE K OVR E8 . EAUSHE D SFKiAEN R & 72 L OMEDRH D,
v uFdx s —ERER (RHEHEZIRT 28A) ZIERP IO EER U, s R o shARE IHE
DEEXT-LDOWMENRD D,

(fiRa5t)

951 (1) MHRBHOT v ML LIEERIZB W T, Sih~OFEL LT, b MNIAKREZ I L2856
(2 5D AUC D S5 A0 C REBM D FE 1| /3 i AiE | AR SR O T K OBEEE VB OB 3585 a7z 3V
i, F . e e T 2 U EEREOT v MRS L ERICBW T, IR IR OBIIRE IHE A
ThHholttMEINTNDEZ LG, EREBEMOLMEICK L COERITEIT A2 XEXTHLITORTE LT,

951 2) 7 h7a7 =0 AAIETRBEMOZMEICHER L, BIEEIREIRES R X 72 L oWERH 5 2
EDDRiH Le CER264E3 A 25 B ATEA S5 2 38R i R 28 4 SRR Rl )

9.5.2 7 v M OZIREER OWIHIRAS A BE 9 5 3B THRAREL DN EIR U 72 B R E R OIS Ok 358
HOENTNDE? Z L TR - R 2R CRIRIUROHMBRD b= &, vk
CBWTHRE~OBITARD bN? 2 L2 E 2, TR SIEIRE L T2 T REME D & 2 LI 3G9
FoREENEBRIEE RS SHE SN EEORMMERTRETHHTORE LT,

F 72, NSAIDsOEIF~DF 54 TERD IV T-IE IR OBHEREREE K VR EE T, FIUIE 9 FKEADAEIC

B9 2 U A7 IZHESE | IEIR20~30H O 4T 2%~ HNSAIDsO LG IR EMIC L, HERGAIZ S /b

PR B CTRRERIR Y BB 0T L35 BOEEWL 21T 9 & OKEFDADOHEIFHY 2317,

PMDAIZE W TR ThON /R, FEHRRRER, R, Bl EFMESEOAEKRLITBNT

WOMENDDH Z LD, Bi%) A7 IFCOX2MAFEERICL 2D EH 2 B, EREME A 2B & S

iz (20214F2 A 25 HAHEA 5 B8 R 3K - AR AR J [ 3K 22 e IR Rl ) .

- b MER OB BV TCOX2K BN MG X Tu 539 30

- RS HRO U R 7 3@ A kPG & U TR & BIERAFSEIC I T COX- 283 SR BEL A4 C H B K A7RY
7¢amniotic fluid index (AFI¥) DA 23EZ8 5TV 537

SHHAEAT T Y U UN TCOX- 23R AP E A D FH S A7 AL B i B M VB SR ER AR & DR T 23380 6
nNoZERREINTNDE®

MAEREAANEIL, ZNENOEKEE (FEBENLIRILE CORMOR L EVES) 205, BAREDERE

KEFDADHE CTIIEIR20~3088 OIS EE ML D%t & SN TWD A, LREO NG, IR OB L
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